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OM nucleic - protein search, using frame_plus_n2p model

Run on: January 31, 2003, 06:13:31 ; Search time 49.5 Seconds
(without alignments)
6418.680 Million cell updates/sec
Title: US-09-598-982-20
Perfect score: 1458
Sequence: 1 gggccecctcgagaaaagaat.......... cgtgaagcggcecgeegtegt 771

Scoring table: BLOSUM62
Xgapop 10.0 , Xgapext
Ygapop 10.0 , Ygapext
Fgapop 6.0 , Fgapext
Delop 6.0 , Delext

~NNoo
ocouu

Searched: 671580 segs, 206047115 residues

Total number of hits satisfying chosen parameters: 1343160
Minimum DB seq length: 0
Maximum DB seq length: 2000000000

Post-processing: Minimum Match 0%
Maximum Match 100%
Listing first 45 summaries

Command line parameters:

-MODEL=frame+_n2p.model -DEV=xlh
-Ou\o@:Nlp\cmveOImvooH\cmommmmmmw\ﬂccmﬁlwqowwoouloqqumlwmmmq\mvmlacmnw.mmwﬁmlw,mmq
-DB=SPTREMBL_21 -QFMT=fastan -SUFFIX=n2p.rspt -MINMATCH=0.,1 -LOOPCL=0

-LOOPEXT=0 -UNITS=bits -START=1 -END=-1 “MATRIX=blosum62 -TRANS=human40.cdi
-LIST=45 -DOCALIGN=200 -THR_SCORE=pct -THR_MAX=100 -THR_MIN=0 -ALIGN=15
-“MODE=LOCAL -OUTFMT=pto -NORM=ext -HEAPSIZE=500 -MINLEN=0 -MAXLEN=2000000000
-USER=US09598982_@CGN_1_1_28_@runat_27012003_073716_19567 -NCPU=6 -ICPU=3
-NO_XLPXY -NO_MMAP -LARGEQUERY -NEG_SCORES=0 -WAIT -LONGLOG -DEV_TIMEOUT=120
-“WARN_TIMEQOUT=30 -THREADS=1 -XGAPOP=10 -XGAPEXT=0.5 -FGAPOP=6 -FGAPEXT=7
~YGAPOP=10 -YGAPEXT=0.5 -DELOP=6 -DELEXT=7

Database SPTREMBL_21:*

: sp_archea:*
sp_bacteria:*
sp_fungi:*
sp_human: *
sp_invertebrate:*
sp_mammal: *
sp_mhc:*
sp_organelle:*
sp_phage: *
sp_plant:*
sp_rodent:*
sp_virus:*
sp_vertebrate:*
sp_unclassified:*
sp_rvirus:*
sp_bacteriap:*
sp_archeap:*
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Pred. No. is the number of results predicted by chance to have a

score greater than or equal to the score of the result being printed,
and is derived by analysis of the total score distribution.

e

SUMMARIES
%
Result Query
No. Score Match Length DB ID Description .

1 1342 92.0 275 4 Q96RZ6 . Q9%6rz6 homo sapien

us-09-598-982-20.n2p.rspt

Page 1

2 1049 71.9 273 11 Q921N4 Q921n4 mus musculu
3 1022 70.1 233 4 Q96RZ7 Q96rz7 homo sapien
4 1019 69.9 273 6 Q9xsMl Q9xsml ovis aries
5 1005 68.9 237 6 Q29464 Q29464 bos taurus
6 988 67.8 242 4 Q96RZS 096rz5 homo sapien
7 699 47.9 166 4 Q9UQIS Q9uqi8 homo sapien
8 651.5 44 .7 130 4 (QBTDI6 Q8tdi6 homo sapien
9 651 44.7 277 6 QB8SQ44 Q8sq44 sus scrofa
10 640 43.9 279 11 Q99Ms4 Q99ms4 mus musculu
11 589.5 40.4 321 4 Q96Rz8 Q96rz8 homo sapien
12 568 39.0 274 11 Q924N9 Q924n9 mus musculu
13 552 37.9 115 4 Q96L36 Q96136 homo sapien
14 544 37.3 331 11 Q8R1A6 Q8rla6 mus musculu
15 543 37.2 389 13 Q9pPVX7 Q9pvx7 xenopus lae
16 536.5 36.8 310 11 Q91xc4 Q91xc4 mus musculu
17 534.5 36.7 317 13 Q9DGR3 Q9dgr3 xenopus lae
18 531.5 36.5 310 11 Q9QYz9 Q9qyz9 mus musculu
19 530 36.4 339 11 Q99L44 Q99144 mus musculu
20 492.5 33.8 297 11 088781 088781 rattus ratt
21 492 33.7 453 11 Q8VDEO Q8vdel0 mus musculu
22 472 32.4 329 13 042272 042272 xenopus lae
23 469.5 32.2 335 11 QB8VIF2 Q8vif2 mus musculu
24 469 32.2 624 6 Q95ME7 095me7 oryctolagus
25 468 32.1 537 4 Q9BYE1l Q9byel homo sapien
26 468 32.1 581 4 Q9BYE2 Q9bye2 homo sapien
27 464.5 31.9 799 11 Q9DBIO Q9dbi0 mus musculu
28 463.5 31.8 624 11 Q91v47 Q91y47 mus musculu
29 460.5 31.6 624 11 Q9DAT3 Q9dat3 mus musculu
30 454 31.1 806 6 018783 018783 macropus eu
31 451 30.9 638 11 QB8ROP5 Q8r0Op5 mus musculu
32 451 30.9 643 6 097506 097506 sus scrofa
33 447.5 30.7 247 13 Q9W7Q5 Q9w7q5 paralichthy
34 446 30.6 282 11 Q%D413 Q9d4i3 mus musculu
35 446 30.6 322 11 092082 Q920s2 mus musculu
36 440.5 30.2 277 5 096899 096899 scolopendra
37 437.5 30.0 812 11 (Q9ROW3 Q9r0w3 rattus norv
38 437 30.0 1524 13 Q91674 Q91674 xenopus lae
39 434 29.8 267 5 Q9BK47 Q9bk47 luidia foli
40 434 29.8 334 6 046507 046507 papio hamad
41 433 29.7 364 5 Q9I7v4 Q9i7v4 drosophila
42 430.5 29.5 249 13 Q9W701 Q9w7ql paralichthy
43 430 29.5 810 4 Q15146 Q15146 homo sapien
44 429 29.4 435 11 Q8vcas Q8vca5 mus musculu
45 429 29 .4 454 6 046506 046506 papio hamad
ALIGNMENTS
RESULT 1
Q96RZ6
Ib Q96RZ6 PRELIMINARY ; PRT; 275 AA.
AC Q96R26;
DT 01-DEC-2001 (TrEMBLrel. 19, Created)
DT 01-DEC-2001 (TrEMBLrel. 19, Last sequence update)
DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)
DE Tryptase I.
GN TRYPTASEC.
oS Homo sapiens (Human). .
oC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oc Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.
OX  NCBI_TaxID=9606;
RN [1)
RP SEQUENCE FROM N.A.
RX MEDLINE=21096910; PubMed=11157797;
RA Daniels R.J., Peden J.F., Lloyd C., Horsley S.W., Clark K.,
RA Tufarelli C., Kearney L., Buckle V.J., Doggett N.A., Flint J.,
RA Higgs D.R.;
RT "Sequence, structure and pathology of the fully annotated terminal 2
RT Mb of the short arm of human chromosome 16.";
RL Hum. Mol. Genet. 10:339-352(2001).
DR EMBL; AE006466; AAK61271.1; -.
DR MEROPS; S01.242; -.
DR InterPro; IPR001254; Ser_protease_Try.
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DR pfam; PF00089; trypsin; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

DR PROSITE; PS00135; TRYPSIN_SER; UNKNOWN_1.

KW Hydrolase; Serine protease.

SQ SEQUENCE 275 AA; 30601 MW; 2F4AAAAE7DDE483E CRC64;

Alignment Scores:

Pred. No.: 1.54e-94 Length: 275

Score: 1342.00 Matches: 240

Percent Similarity: 97.96% Conservative: 0

Best Local Similarity: 97.96% Mismatches: 5

Query Match: 92.04% Indels: 0

DB: 4 Gaps: 0

US-09-598-982-20 (1-771) x Q96RzZ6 (1-275)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC
FEVLREREV et bt e e e et bt ere e e et i

Db - 31 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvValSerLeuArgval

Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG
R Al (NERER RN AR RN NN RN RN AN RN RN AR NN AR

Db 51 HisAspProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvalLeu

Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG
[ARRRARER! PEOVER LS LR et e b b bt et

Db 71 ThrAlaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgValGlnLeu

Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC
[ARRARAN! AR R R RN RN R R R A RN AR R AN RN

Db 91 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArgIleIlevalHis

Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG
POV e b b b e e e ey b ey e b b e

Db 111 ProGlnPheTyrThralaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC
11 (R ARERREARARRE! SRR A AR R R AR RN R R AN AR RN

Db 131 valasnvalSerSerHisvalHisThrvalThrLeuProProAlaSerGluThrPhePro

Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
[EERAREAN ERRAR RN RN R R R RN A AR AR R RN N RN RN

Db 151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro

Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA
[(REARARRA (NRERRNNN| [REANRRNAN! (AR ARANER AR RA RN N

Db 171 ProProPheProLeulLysGlnValLysValProIleMetGluAsnHisIleCysAspAla

Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG
[RERAREAR! AEEARRAR] (RN R AR RN R AR AR AR RN

Db 191 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevValArgAspAspMetLeu

Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
RN AR RN NRRERRARRE [RERERRA [RENERRNR! [NERARRN]

Db 211 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys

Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG
[ERRRA RN RN RN RN AR RN RN R NN NA NN (AERRARNRERERRARARENE!

Db 231 LysValAsnGlyThrTrpLeuGlnAlaGlyvalvalArgTrpGlyGluGlyCysAlaGln

Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT
RN RN RN NN NN R RN RN R RN RN RN R A RN RN RARRANR AN |11

Db 251 ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHis***Tyr

Oy 739 GTCCCCAAAAAGCCG 753 5
ERARARRRERRRRE

Db 271 valProLysLysPro 275

RESULT 2

Q921N4

ID Q921N4 PRELIMINARY; PRT; 273 AA.

aAC Q921N4;

_

78

70
198
90
258
110

130
378
150
438
170
498
190
558
210
618
230
678
250
738
270
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DR
DR
DR
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SQ

Align
Pred.

Score:

Perce
Best
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DB:

Us-09-
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Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
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01-DEC-2001 (TrEMBLrel. 19, Created)
01-DEC-2001 (TrEMBLrel. 19, Last sequence update)
01-JUN-2002 (TrEMBLrel. 21, Last annotation update)
Mast cell protease 7.
MCPT7.
Mus musculus (Mouse).
Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Mus.
NCBI_TaxID=10090;
(1]
SEQUENCE FROM N.A.
Strausberg R.;
Submitted (JUL-2001) to the EMBL/GenBank/DDBJ databases.
EMBL; BC011328; AAH11328.1; -.
MEROPS; S$01.026; -.
MGD; MGI:96943; Mcpt7.
InterPro; IPR001254; Ser_protease_Try.
pfam; PF00089; trypsin; 1.
PROSITE; PS50240; TRYPSIN_DOM; 1.
PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.
PROSITE; PS00135; TRYPSIN_SER; UNKNOWN_1.
Hydrolase; Protease; Serine protease.
SEQUENCE 273 AA; 30332 MW; 51417476514035BE CRC64;
ment Scores:
No.: 3.82e-72 Length: 273

1049.00 Matches: 188
nt Similarity: 81.67% Conservative: 17
Local Similarity: 74.90% Mismatches: 44
Match: 71.95% Indels: 2

11 Gaps: 1
598-982-20 (1-771) x Q921N4 (1-273)

1 GGGCCCCTCGAGAAAAGA------ >enoeoommmoenwmo>moonnon>mm>mo>woeom 54

[NERRR bt PECYELTERE e
21 o~<wno>~mzmﬁarn>nomH:OH%HHm<mwmmeHmoH:Ochwmmwmmwm>m:b<menv 40

55 CCCTGGCAGGTGAGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCC 114
[RRERARRRARERRRARANRR pie Prririrereerertrer et
41 ProTrpGlnvalSerLeuArgAlaAsnAspThrTyrTrpMetHisPheCysGlyGlySer 60

115 CTCATCCACCCCCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGAT 174

(RN (ARRENRN; [ARRRRRE! il (AREAERER RN RAnE! b
61 LeuIleHisProGlnTrpvValLeuThrAlaAlaHisCysValGlyProAspvalAlaAsp 80

175 0emmOOO00OeOV@OGHOO}>OHOOOOO?OO>OO>OOHO@>0e>00>00>005®0400&0 234

R RN AR RE (K] [LRRER
81 vnowm:r<m<mH&H@<mHopnrm:wmoh<mowse%nrmcamwewnmwm»mvmwmrmczmﬁ 100

235 CCGGTCAGCAGGATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATC 294

EEER NN [NENAR [RANAR
101 ThrvalSerGlnIleIleThrHisProAspPheTyrIlevalGlnAspGlyAlaAspIle 120

wwwQOOOeOneOO>OOemm?OObooOoOeO>>aOeneOO>monbooeoO?OPOOOHO>OOOHOuw»
[ERERRN AN [N R NN 1] [WE
121 AlaLeuLeuLysLeuThrAsnProvalAsnIleSerAspTyrValHisProvalProLeu 140

355 OOOOOeOOOqﬂ>m§0>00eeOOOOOnOmnm>eOOOOHQOHQGOHO>OHGOOHOQOOOO>H 414

[RNERERRNRRRRRERAE Il (IREARER NN RRAS
141 vnomwo>wmwmnowce:Hv:mmHommﬁmwwe:nrmco<menv<mwe:wow<envoH<wms 160

415 GTGGACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATA 474
ERENRRNN PEVEREREV bbb se i bees LOLUETLDT
161 IleAspAsnGlyvValAsnLeuProProProPheProLeuLysGluValGlnvalProIle 180

475 >amobbbbon>0weeemem>000>§>>e300>noeeOOOOOO%}O>OQQO>O§OG$OQAO 534

AR AR RN RN [ARERRRAN [N [NARERREAE
181 HHmmwcbm::pmrm:n<m»mvrm:v<wq<m:Hmr%wﬂw%rm:meevﬂowwwmv>m=<mH 200

535 CGCATCGTCCGTGACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGC 594

RN (NRRRRRD [ARRRNRN! ! [ERRRRENRRRANNR
201 HisIlevalArgAspAspMetLeuCysAlaGlyAsnGluGlyHisAspSerCysGlnGly 220




Qy 595 m»oeonoo>mmooonOemnemeoo>woQqm>>emon>ooemmoeoo>nmooooooemoqo 654
[RERERENR! IRERREANE| (RERN AR RN ARANRRRRNERY]

Db 221 }mvmmmowwop<vmormccmpo<mr<m<mwmpcwmve=HeHvrmcoH:}Hmoww<mw<ww 240

Qy 655 >moHoooQOO>Onooanaoaoo>oooo>>oomnnoe000>e06>0y0000e0e0>00e>0 714
[RRNRRR NN RERERRRNR RN RN RN RN R RN RN AR AR NN

Db 241 mmnenvn~<mwcono<m>Hmo~:mﬂovm:»wmmaooH<mee<He:ﬁ>nm<mHe:Hawn 260

Qy 715 TACTTGGACTGGATCCACCACTATGTCCCCAAA 747
(ARARARARARRARERED RN AR RERE

Db 261 TyrLeuAspTrpIleHisArgTyrvValProLys 271

RESULT 3

Q96RZ7

ID Q96RZ7 PRELIMINARY ; PRT; 233 aA.

AC Q96RZ7;

DT 01-DEC-2001 (TrEMBLrel. 19, Created)

DT 01-DEC-2001 (TrEMBLrel. 19, Last sequence update)

DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)

DE Mast cell tryptase beta III.

GN TRYPTASEB.

0s Homo sapiens (Human).

ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;

oC Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo. .

[0)4 NCBI_TaxID=9606;

RN [1]

RP SEQUENCE FROM N.A.

RX MEDLINE=21096910; PubMed=11157797;

RA Daniels R.J., Peden*J.F., Lloyd C., Horsley S.W., Clark K.,

RA Tufarelli C., Kearney L., Buckle Vv.J., Doggett N.A., Flint J.,

RA Higgs D.R.;

RT "Sequence, structure and pathology of the fully annotated terminal 2

RT Mb of the short arm of human chromosome 16.":

RL Hum. Mol. Genet. 10:339-352(2001).

DR EMBL; AE006466; AAK61270.1; -.

DR MEROPS; S01.027; -.

DR InterPro; IPR001254; Ser_protease_Try.

DR Pfam; PF00089; trypsin; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

Kw Hydrolase; Serine protease.

SQ SEQUENCE 233 AA; 25874 MW; 246A96C71B2CE6D0 CRC64;

Alignment Scores:

Pred. No.: 4.31e-70 Length: 233

Score: 1022.00 Matches: 186

Percent Similarity: 97.38% Conservative: 0

Best Local Similarity: 97.38% Mismatches: 5

Query Match: 70.10% Indels: 0

DB: 4 Gaps: 0

US-09-598-982-20 (1-771) x Q96RZ7 (1-233)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78

| NN RN RN AR R RN R RN RN RN RN AR Y (ARRRRRE!
31 H~m<mHmwwmwwnpsoH=>~mvﬂowwmmmnrwmeﬂwvnoewvoHs<mwmmﬂrmc>ﬁw<mw 50

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTCGGTGCTG 138

PETET TR C L ettt
wp.>H@$wvvnme<&envzmnxwmvrmowmow%mwwmmﬁbmcHHmmwmvnonwsehm<mwrmc 70

139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198

ARERRERER | PELEEVER LR R bbb bbb ey
71 e:nwwm»wmmwmomm<mw0w<mno>mv<mHrmmwmvrmcrwmwpmbmcvﬁm<mHOHsrm: 90

199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258

FEELLELERERN ettty FOVURELELEEN g
91 >HQQ~:OH:=»mrmce%ue<ﬂoH:>mvoHnrmcrmcwH0<mHmmnwanme~m<mHmwm 110

259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318

N NN NN NN RN N RN NN Lirerentd
111 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 130

us-09-598-982-20.n2p.rspt Page

Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378
] [RAERN [REBARRY FLTRELER LI ey

Db 131 valAsnValSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro 150
Qy 379 Oommmowemnomqmnemmoeo»nemo0emmOnnowemeomwn>weo>eovonﬁnneonn> 438
Db 151 ProglyMetProlySipveLThCLy oLy Aeore LA A AL it 170
Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498

| PEEEVEREYR P ety FEREETEr et
Db 171 vuovnov:mmnormcbwmow:<mwr<m<mwvHoHHmzmnochm:mHmmeo<m>mv>~m 190

Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558

RN RR R AR RN RN RN (RN RN AR RN R RN RN RN
Db 191 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArgAspAspMetLeu 210

Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAG 591
RN AR NN A RN R RNR RN
Db 211 CysAlaGlyAsnThrArgArgAspSerCysGln 221

RESULT 4
QI9XSM1

ID Q9XSM1
AC Q9XSM1;
DT 01-NOV-1999 (TrEMBLrel. 12, Created)

DT 01-NOV-1999 (TrEMBLrel. 12, Last sequence update)

DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)

DE Tryptase (EC 3.4.21.59).

os Ovis aries (Sheep).

oC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oC Mammalia; Eutheria; Cetartiodactyla; Ruminantia; Pecora; Bovoidea;
oc Bovidae; Caprinae; Ovis.

[0):4 NCBI_TaxID=9940;

RN [1]

RP SEQUENCE FROM N.A.

RC TISSUE=BONE MARROW;

RX MEDLINE=20308142; PubMed=10848900;

RA Pemberton A.D., McAleese S.M., Huntley J.F., Collie D.D.S.,

RA Scudamore C.L., McEuen A.R., Walls A.F., Miller H.R.P.;

RT "CDNA sequence of two sheep mast cell tryptases and the differential
RT expression of tryptase and sheep mast cell proteinase-1 in lung,
RT dermis and gastrointestinal tract.";

RL Clin. Exp. Allergy 30:818-883(2000).

cC -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1; ALSO KNOWN AS THE
cC TRYPSIN FAMILY.

DR EMBL; Y18223; CAB41988.1; -.

DR HSSP; P20231; 1AAO.

DR  MEROPS; S01.118; -.

DR InterPro; IPR0O01314; Chymotrypsin.

DR InterPro; IPR0O01254; Ser_protease_Try.

DR pfam; PF00089; trypsin; 1.

DR PRINTS; PR0O0722; CHYMOTRYPSIN.

DR SMART; SM00020; Tryp_SPc; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

DR PROSITE; PS00135; TRYPSIN_SER; 1.

KW Hydrolase; Serine protease.

FT CHAIN 29 273 TRYPTASE.

sSQ SEQUENCE 273 AA; 30156 MW; B8BA19DC779053898 CRC64;

PRELIMINARY; PRT; 273 AA.

Alignment Scores:

Pred. No.: 7.51e-70 Length: 273
Score: 1019.00 Matches: 176
Percent Similarity: 83.67% Conservative: 29
Best Local Similarity: 71.84% Mismatches: 40
Query Match: 69.89% Indels: 0
DB: 6 Gaps: 0

US-09-598-982-20 (1-771) x Q9XSM1 (1-273)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
RN RN RN N I i PELEERETRE R b e b




Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
pb
Qy
Db
Qy
Db
Qy
Db
RE
02
1D
AC
DT
DT

DT
DE
0s
oc
oc
oc
ox
RN
RP
RC
RX
RA
RA
RT
RT

RT
RL

B
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29 IleIleGlyGlyLysGluAlaProGlySerArgTrpProTrpGlnValSerLeuArgval 48 cC -1- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1; ALSO KNOWN AS THE
cc TRYPSIN FAMILY.
79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138 DR EMBL; X94982; CAA64438.1; -.
el 111 (ERERARERN RN AR RN RN AR RN RN RRRAN DR HSSP; P20231; 1AAO.
49 ArgAspGlnTyrTrpArgHisGlnCysGlyGlySerLeuIleHisProGlnTrpvalleu 68 DR MEROPS; S01.118; -.
DR InterPro; IPR001314; Chymotrypsin.
139 >OooooooomonamoOemombooOm>noao>>mn>eoeooooooooeownmneooywoeo 198 DR InterPro; IPR001254; Ser_protease_Try.
IRERERERE [RREEEERRRANI it [RERERRN DR pfam; PF00089; trypsin; 1.
69 ezﬂwwm>wmmvmnwmHHmnpmunompcrm:owaow:mmommn>mvmrm>nm<mHoHsrmc 88 DR PRINTS; PR00722; CHYMOTRYPSIN.
DR SMART; S$M00020; Tryp_SPc; 1.
199 nmomboo>mn>nnane>oe>oo>oo»oo>moqooemOoooeowOOPQQveoweomemowo 258 DR PROSITE; PS50240; TRYPSIN_DOM; 1.
RRRRRRRRRRRRRRRRRRRNRERE : (N DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.
89 vhmnHCOH::Fmrmcewﬂamﬂow:»mvwﬂmrmcbmcmHoHPmmmnwu@<mHHHmmho=Pm 108 KW Hydrolase; Serine protease.
FT NON_TER 1 1
259 OO>0>naHOA§O>OOQOOOyo>enom}mnmmw0>enmonnenoamownoenmboo>onom 318 SQ SEQUENCE 237 AA; 26550 MW; EAS537A75294EFFBA CRC64;
[RA BN | RRRSR R AR AR A AR R AN AR AR
109 mno:Hma<He<Hzmﬁ<mHowcwm:mwwwwmvmvHHm>wmbmcrm:mwurmcmwcmwcvno 128 Alignment Scores:
Pred. No.: 8.62e-69 Length: 237
319 oeo»bmoanenovono>omeo0wn>nomao»nnneooononemonenvowo>noeeonon 378 Score: 1005.00 Matches: 178
<t [NRRRA ARARRRRRRR (AERRARRNRRERRRERERA Percent Similarity: 84.32% Conservative: 21
129 <m~mmnHHmmmmowmmpm<mHyﬁavﬁo<mHeznrmswmomﬁo>wmmmnoHceznv:mvmo 148 Best Local Similarity: 75.42% Mismatches: 37
Query Match: 68.93% Indels: 0
379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438 DB: 6 Gaps: 0
| ! | RN R RN AR R AR RN [RERER
149 ProGlySerGlnCysTrpvValThrGlyTrpGlyAsnvalAspAsnGlyArgProLeuPro 168 US-09-598-982-20 (1-771) x Q29464 (1-237)
439 Onmonweqeooqoe0>>QO>OOem>>moeonon>e>>eomw>>>oo>o>eeeoemvooov 498 Qy 46 AGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGC 105
| RS RN IAEREANNN] s IRE RN R RN RN AR RN RN A RN AN [ARRRN (BR! 111
169 vnomw0e<&v&0hm:b<mmws<mHr<m<meHoHHm<m~mHc>m:mmﬁ<wwn<mymvewu 188 Db 2 SerGlnTrpProTrpGlnvalSerLeuArgvValSerArgArgTyrTrpArgHisHisCys 21
499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558 Qy 106 GGGGGCTCCCTCATCCACCCCCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGAC 165
[ARRRRRAR 111 1t 1] Pl 111 PLEPRERE bR et et e e i i IR ERRRA R
189 LysTyrHisSerGlyLeuSerThrAspTyrServValProIlevValGlnGluAspAsnLeu 208 Db 22 GlyGlySerLeuIleHisProGlnTrpvalLeuThrAlaAlaHisCysvalGlyProGlu 41
559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618 Qy 166 OenbbomweOHQmonOOOOeOwoOOam0>ynemonom>00>mowooeoebOH>OO?OOPO 225
[EARIRENRERE [ERARRANRN) [RENRNRRRNRNRR RN ANAN (AN N : PEEEErErreertetrererrertrieentrrreren
209 CysAlaGlyAspGlyGlyArgAspSerCysGlunGlyAspSerGlyGlyProLeuvValCys 228 Db 42 <mwmHmowmmwommnewav:m>nc<mansrmc»nmowcawsmvmrm:e<ne<nmwswmv 61
619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678 Qy 226 n>mnemoemoOmoen>mn>oOwenwenoeno>ono»0>meene>n>000000>0>anmmw 285
(RN RN RN NN RN AR RN RN R AR N RN R A RN AR RNy [IEERERARARA A RA NN RN (AENRR [REBEE I 1l
229 LysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyAspGlyCysAlaAsn 248 Db 62 mwsrm:bm:wHoHHmmmnyHmHHmHHmwnompmmwo>m:nwmewnmmn<m~r<m>msmw< 81
679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738 Qy 286 Qooownweomoooeonemn>ooeoo>mo>mnnmoem>>omeoeno>mon>ooe00>m>on 345
(LR CEEE e bR e 1l [ARRRRRARARARARANE 1+ (NERRRRERRR RN RRRRNRNE T RA RN
249 ProAspTyrProGlyValTyrThrArgIleThrSerTyrLeuAspTrpIleHisGlnTyr 268 Db 82 >Hm>m©HHmvwmrmcrmcoHcrm=>mvr<mrm:<mH>msmemmnewvmpm<mpm~:vno 101
739 060000>>>>>OOOQ 753 Qy 346 GTCACCCTGCCCCCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGC 405
SN (EENRRRRNRRARR PELEEETELE R (ARRRARARARENNY
269 <m~nnon~:n~:wno 273 Db 102 valThrLeuProProGluSerGluThrPheProProGlyThrGlnCysTrpvalThrGly 121
SULT 5 Qy 406 TGGGGCGATGTGGACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAG 465
9464 RN (ARRRRRRRRRRRRRANNERARRN [ARERRR
Q29464 PRELIMINARY; PRT; 237 AA. Db 122 TrpGlyAsnValAspAsnGlyArgArgLeuProProProPheProLeuLysGlnValLys 141
029464 ;
01-NOV-1996 (TrEMBLrel. 01, Created) Qy 466 maOnOO>H>>emmw>>>00>O>HaHoHO>Omn>>>&awno>oneanonmnnewnwomomv 525
01-NOV-1996 (TrEMBLrel. 01, Last sequence update) AR RN EERREEE| : AR | (R LEVEY
01-JUN-2002 (TrEMBLrel. 21, Last annotation update) Db 142 <mHmwo<mH<mHmpc>m:mmH<mHomm»mvvnmbmme<nmvmmmnmwwrm:mmmeswmww 161
Tryptase (EC 3.4.21.59) (Fragment).
Bos taurus (Bovine). Qy 526 Ovoowomeonmnyeooe00meQwoO>0wemOemameo00000>>0V00000»mom>060> 585
FEukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; INREREENE] R AR AR R A R R A R R E R e
Mammalia; Eutheria; Cetartiodactyla; Ruminantia; Pecora; Bovoidea; Db 162 >mvbmz<mHwHoHpm<mH>Hmmw:>mvzmnﬁ®=o<mwwmmww>mummnoH<>H@>w=w:m 181
Bovidae; Bovinae; Bos.
NCBI_TaxID=9913; Qy 586 TGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCG 645
[1] PEECRLRE R LR vty rbes e r e et
SEQUENCE FROM N.A. Db 182 CysGlnGlyAspSerGlyGlyProLeuvalCysLysValAsnGlyThrTrpLeuGlnAla 201
TISSUE=LIVER CAPSULE;
MEDLINE=96203914; PubMed=8620861; Qy 646 GGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGT 705
pallaoro z.~ Gambacurta A., Fiorucci L., Mignogna G., Barra D., NERRRREN RN AR AN AR N RN RN R A N R RN R RN N RN R RN RN
Ascoli F. Db 202 GlyvValValSerTrpGlyAspGlyCysAlaLysProAsnArgProGlyIleTyrThrArg 221
"cDNA OHO:H=Q and primary structure of tryptase from bovine mast cells
and evidence of the manmmmwo= of bovine pancreatic trypsin inhibitor Qy 706 GTCACCTACTACTTGGACTGGATCCACCACTATGTCCCCAAAAAGCCG 753
mRNA in the same cells. Il (RARA! [AERERRAR! [ARARARRRERE bt
Eur. J. Biochem. 237: Hoo 105(1996). Db 222 ValThrSerTyrLeuAspTrpIleHisGlnTyrvValProGlnGlyPro 237
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RESULT 6

Q96RZS5

ID Q96RZ5 PRELIMINARY; PRT; 242 AA.

AC Q96RZ5;

DT 01-DEC-2001 (TrEMBLrel. 19, Created)

DT 01-DEC-2001 (TrEMBLrel. 19, Last sequence update)

DT 01-MAR-2002 (TrEMBLrel. 20, Last annotation update)

DE Putative mast cell MMCP-7-like II tryptase (MMCP-7-like-2).
GN MMCP-7L.

os Homo sapiens (Human).

oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oC Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.
[0).4 NCBI_TaxID=9606;

RN [1]

RP SEQUENCE FROM N.A.

RX MEDLINE=21096910; PubMed=11157797;

RA Daniels R.J., Peden J.F., Lloyd C., Horsley $.W., Clark K.,
RA Tufarelli C., Kearney L., Buckle V.J., Doggett N.A., Flint J.,
RA Higgs D.R.;

RT "Sequence, structure and pathology of the fully annotated terminal 2
RT Mb of the short arm of human chromosome 16.";

RL Hum. Mol. Genet. 10:339-352(2001).

DR EMBL; AEQ06466; AAK61272.1; -.

DR InterPro; IPR001254; Ser_protease_Try.

DR pfam; PF00089; trypsin; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSIT PS00134; TRYPSIN_HIS; UNKNOWN_1.

DR PROSITE; PS00135; TRYPSIN_SER; UNKNOWN_1.

KW Hydrolase; Serine protease.

SQ SEQUENCE 242 AA; 26583 MW; 6E72D8AE1EDEA2F1 CRC64;
Alignment Scores:

Pred. No.: 1.72e-67 Length: 242

Score: 988.00 Matches: 173
Percent Similarity: 91.71% Conservative: 15

Best Local Similarity: 84.39% Mismatches: 17

Query Match: 67.76% Indels: 0

DB: 4 Gaps: 0

US-09-598-982-20 (1-771) x Q96RZS5 (1-242)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
| RN RNRRARE RN (ARN AR RN AN NN RN RN
38 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval 57

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138

AN RN AR RN ARARED] FELREVCI e e reer iy
58 ArgGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvalLeu 77

139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198

PERELEEREE et
78 ThrAlaAlaHisCysValGluProAspIleLysAspLeuAlaAlaLeuArgValGlnLeu 97

199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258

PELELELELRL i FELRRERE Rt rb et
98 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProValSerArgIleIlevalHis 117

259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318

FEVETLTE i [ARRRENAY NERERRAN [
118 ProGlnPheTyrIleIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 137

319 nen>>ﬂmeneﬂﬂ>mon>nmeOnwnwnomenbonﬁaOOOOOOHQOOHOPOPQ?OOHHOOOO 378

Y TETETETTH (AERREREAR
138 valAsnIleSerSer wmmemwmevm<mHernrm:mnovmo>pmmmHawcerﬂm:mvno 157

379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438

| AR RERERRARREARARER [ERR AN R AR EEE [RERRN
158 ProGlyMetProCysTrpvalThrGlyTrpGlyAspValAspAsnAsnValHisLeuPro 177

439 00000>eeeOoeoqo>>an>omem>>mmeoOODwew>emm>>>>00>0>eeemeo>non> 498
[LLARARERIRANE
178 mwomnoe%HmﬂObm:rMmoH:<mHoH:<mHmHo<wH<mHoH:bm:mwmrm:owmwmzbwm 197

us-09-598-982-20.n2p.rspt
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499 >>>e>00>00ee000®00e>0>OmOO>O>OO>OQH00007HOmeﬂomeovoo>0>e®nem 558

EEER R R RN R RERNER : (RN RR RN
198 mw:amnmpmesnoH<rmc=wme:HmH<m»mmmﬂvvmmwsH~m<mw>um»mv>mv3mnrmc 217

559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
[IRENARNRERE RN RN E R RN RN RN RN RN AN
218 CysAlaGlySerGluAsnHisAspSerCysGlnGlyAspSerGlyGlyProLeuValCys 237

619 AAGGTGAATGGCACC 633

[ARARARRRRRRERE!
238 LysValAsnGlyThr 242

T 7

8

Q9UQI8

Q9UQI8;

01-MAY-2000 (TrEMBLrel. 13, Created)

01-MAY-2000 (TrEMBLrel. 13, Last sequence update)

01-MAR-2002 (TrEMBLrel. 20, Last annotation update)

Mast cell mMCP-7-like I protein (Fragment).

Homo sapiens (Human).

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;

Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.

NCBI_TaxID=9606;

[1]

SEQUENCE FROM N.A.

MEDLINE=99121069; PubMed=9920877;

Pallaoro M., Fejzo M.S., Shayesteh L., Blount J.L., Caughey G.H.;

"Characterization of genes encoding known and novel human mast cell

tryptases on chromosome 16pl3.3."

J. Biol. Chem. 274:3355-3362(1999).

-1- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1;
TRYPSIN FAMILY.

EMBL; AF099147; AAD17861.1; -.

HSSP; P20231; 1ARO.

MEROPS; S01.054; -.

InterPro; IPR001314;

InterPro; IPR0O01254; Ser_protease_Try.

Pfam; PF00089; trypsin; 1.

PRINTS; PR00722; CHYMOTRYPSIN.

SMART; SM00020; Tryp_SPc; 1.

PROSITE; PS50240; TRYPSIN_DOM; 1.

PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

Hydrolase; Serine protease.

PRELIMINARY; PRT; 166 AA.

ALSO KNOWN AS THE

Chymotrypsin.

NON_TER 166 166
SEQUENCE 166 AA; 18433 MW; AT7AFB897A6423E7D5 CRC64;
ment Scores:
No.: 1.99e-45 Length: 166
699.00 Matches: 124
nt Similarity: 94 .85% Conservative: 5
Local Similarity: 91.18% Mismatches: 7
Match: 47.94% Indels: 0
4 Gaps: 0

598-982-20 (1-771) x Q9UQIB (1-166)

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78

LR EEEEE R e e e e b e b e ey e e e e e e e el
31 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval 50

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138

AR NN RN R R R R R NN RN RN RN R R R RR R
51 ArgGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvValLeu 70

139 woooonmoooooemomeOOm>OOOOwnGHO>w00yeOHOOOOQOOOHO?@OQHQO?POHQ 198

[ARARE [AREER SELRLETRERrrr ey brbrn
71 ern>wm>wmmHwowwsmﬁmHC@Ho>mvamr<m>mvrmcvwwwwmrm=>nm<mPowsrmc 90

199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
(NN RN AR RN RN RN RN RN AR NN R RN RN N AR AR AR R RA AR NN E]
81 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIleIlevalHis 110
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259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318

[ARENRERENRY 111 (ERERRR RN RN RN RN RN AN RN
111 ProGlnPheTyrIleIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 130

319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378

1 RN R R NN AN RN AN R R R RN AR RN RN AN
131 valAsnlIleSerSerHisIleHisThrvalThrLeuProProAlaSerGluThrPhePro 150

379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426

[ARERARRRERRE FECREREEE bt yhe e
151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsn 166

T 8

6
Q8TDI6
Q8TDI6;
01-JUN-2002 (TrEMBLrel. 21, Created)

01-JUN-2002 (TrEMBLrel. 21, Last sequence update)

01-JUN-2002 (TrEMBLrel. 21, Last annotation update)

Delta I tryptase (Fragment).

Homo sapiens (Human).

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.
NCBI_TaxID=9606;

f1]

SEQUENCE FROM N.A.

Hunt J.E., Wang H.W., Thomas P.S., McNeil H.P.;

"Cloning and characterization of novel human tryptase cDNAs."
Submitted (SEP-2001) to the EMBL/GenBank/DDBJ databases.

PRELIMINARY; PRT; 130 aA.

EMBL; AF421357; AAL86695.1; -.
NON_TER 1 1
NON_TER 130 130
SEQUENCE 130 AA; 14765 MW; E2E59C434AF3260F CRC64;
ment Scores:
No.: 8.18e-42 Length: 130
651.50 Matches: 117
nt Similarity: 87.05% Conservative: 4
Local Similarity: 84.17% Mismatches: 9
Match: 44 .68% Indels: 9
4 Gaps: 1

598-982-20 (1-771) x Q8TDI6 (1-130)

25 GGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTCCACGGC 84

[RARNR AR AR AR AR NRARRN! [LERRRRARY [AERERREERN 11
1 GlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnValSerLeuArgvalArgGly 20

85 CCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTGACCGCC 144

PEEETRRR PR bty bbb e e e e e e e b b e e
21 ProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvValLeuThrala 40

145 GCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTGCGGGAG 204

141 [LEEER FIELELEL iR
»H>Hmmpmo<mzmnmwch0<"‘4'-‘-------.'-'.-|--.-. <mHnH:rmc>HmmH:mH

205 CAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCACCCACAG 264
RN RN RN RN N R R N R R AN R RN RN NN
52 GlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArglIlellevalHisProGln 71

265 TTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCGGTGAAG 324

[NRRAR it POVCTEETERR et ettt bt b e e byl
72 PheTyrIleIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluProvalAsn 91

325 GTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCCCCGGGG 384
R R A R A NN RN N N RN RN RN RN
92 HwmmmwmmnmwmHwm:pmesn<mHezwrmcmnownowwmmmnmHceznmrmwnomnoo~< 111

385 ATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCACCG 441

PEVEREEI It b e bbb e e e bbb e [ARARE!
112 MetProCysTrpValThrGlyTrpGlyAspValAspAsnAsnValHisLeuProPro 130

us-09-598-982-20.n2p.rspt

Page
RESULT 9
Q85044
ID 08SQ44 PRELIMINARY; PRT; 277 AA.
AC Q8SQ44;
DT 01-JUN-2002 (TrEMBLrel. 21, Created)
DT 01-JUN-2002 (TrEMBLrel. 21, Last sequence update)
DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)
DE Tryptase precursor.
oS Sus scrofa (Pig).
oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
ocC Mammalia; Eutheria; Cetartiodactyla; Suina; Suidae; Sus.
oX NCBI_TaxID=9823;
RN [1]
RP SEQUENCE FROM N.A.
RC TISSUE=LUNG;
RA Sato M., Yoshida S§., Iida K., Tomozawa T., Kido H., Yamashita M.;
RT "a Novel Influenza A Virus Activating Enzyme from Porcine Lungs:
RT Purification and Characterization.”;
RL Submitted (FEB-2002) to the EMBL/GenBank/DDBJ databases.
DR EMBL; AB080655; BAB85761.1; -.
KW Signal.
FT SIGNAL 1 30 POTENTIAL.
FT CHAIN 31 277 TRYPTASE.
SQ SEQUENCE 277 AA; 30407 MW; 35FC8B5693COED4CS CRC64;
Alignment Scores:
Pred. No.: 1.02e-41 Length: 277
Score: 651.00 Matches: 126
Percent Similarity: 66.27% Conservative: 39
Best Local Similarity: 50.60% Mismatches: 76
Query Match: 44 .65% Indels: 8
DB: 6 Gaps: 3
US-09-598-982-20 (1-771) x QBSQ44 (1-277)
Qy 19 veonenoooomeovoO>Oonono0>Oo>owaoHoonooeooowmoemvonnem ...... 72
[EERRERERRAR : (AN RN RN
Db 31 H~m<mHmw<mwmmwmymv<wHmmﬂqsneﬁvrmmqwnvnoewvoH:<mwwmnrmcvﬁmmmm 50
Qy 73 ---AGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAG 129
[LERER! [N I FPERERORESTY TR e r ity
Db 51 TyrArgvValLysLeuGlyArgTrpMetHisHisCysGlyGlySerLeuvValHisProGln 70
Qy 130 TGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGG 189
AEARERERERERERENA [RREAN EERA NN
Db 71 TrpvalLeuThrAlaAlaHisCysValAspSerHisAsnLeuLysProGlnAspvValArg 90
Qy 190 mem0>>Oemooom>m0>mnwo0eoewne>oo»oo>Oo>ooeooemooooe0>oo>oo»en 249
ITEnn: [RERRR (ARERENEE 1 I
Db 91 <mHQH:<mHoHwoH:rmcrwmrmcewmwmvmHmymvmw:rmce:mr%m<mwr<mn~sHpm 110
Qy 250 >eomemnbooowo>oeeoe>o-.->0Oo000>o>eoomvmnon>n>eonnnnenneoo>m 306
I 1] [RERARE BRI (ARER RN RN R R NA R
Db 111 mevwmmwmnaOv%mq%wbm:owwm:mywmrmwmH%QH<>Hmvmvnwm>pmrm:rmco~: 130
Qy 307 Oeomwonbmoonoa0>>Onene0nvooo>ooe00vo>OQQGO>OOOHOOOOOOAOOOHO> 366
) 111 [N bk (N I tl 1
Db 131 rm:mHc>~mvﬂormcewwrmcmmﬂwwm>ﬁu<mwwm=<mw<mHmwwarHQHOmmnvwme:H 150
Qy 367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426
|11 |11 RE RERRRNRRA RN RN R RS HEERE
Db 151 LeuLysValProLysGlyLysArgCysServValThrGlyTrpGlyAsnIleLysHisAsn 170
Qy 427 oymomooennowonnnn>eaenoeOeO>>OO>OOeow>moennonve>>400w>>won>n 486
[ERRRRRN RN | e RN
Db 171 bm:mmnbm:vﬂovwomwoewmmpmrmcowsowc<mHoHc<mwmmoHHm<mH>wm>m:r<w 190
Qy 487 >eeeoeownonw>w>e>oowﬁoeemononnevovomombmbombooaOOOObaomenome 546
[AREEN 11 [IRNRN HE EEERE
Db 191 valCysAsnLysHisTyrArg------~----- ewnowmeOVm:mmﬂrwmuonHmr<m 206
Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606

FEEEEEEEPERT b e s (ERRR RN R RRRRERRR RN
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Db 207 AlaAspMetLeuCysAlaGlySerLysGlyLeuAspSerCysGlnGlyAspSerGlyGly 226

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666

el [RARNREN R AERENEN| Il [REBRRRRRNRR
Db 227 ProLeuMetCysSerTrpAsnGlyThrTrpvalGlnvValGlyIlevalSerTrpGlyArg 246

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726

[LERRR! 11 11} [RERAR [LERER [
Db 247 GlyCysGlyLeuHisAsnPheProGlyvalTyrIleArgValMetSerTyrvalSerTrp 266

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
| HH (KRN [l 1
Db 267 HHme<HOH=e<ﬁ<wHmﬂo>HmmmHvHo 275
RESULT 10
Q99MS4
1D Q99MS4 PRELIMINARY; PRT; 279 AA.
AC Q99MS4;

DT 01-JUN-2001 (TrEMBLrel. 17, Created)

DT 01-0CT-2001 (TrEMBLrel. 18, Last sequence update)

DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)

DE Implantation serine proteinase 2.

GN isp2.

os Mus musculus (Mouse).

oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
ocC Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Mus.
[¢)4 NCBI_TaxID=10090;

RN [11

RP SEQUENCE FROM N.A.

RX MEDLINE=21361749; PubMed=11467974;

RA O’Sullivan C.M., Liu S.Y., Rancourt S.L., Rancourt D.E.

RT "Regulation of the strypsin-related proteinase ISP2 by progesterone in
RT endometrial gland epithelium during implantation in mice."

RL Reproduction 122:235-244(2001).

RN [21]

RP SEQUENCE FROM N.A.

RC STRAIN=BALB/C; TISSUE=UTERUS;

RA Shen Q.-X., Wang J., Huang Z.-P.;

RT "Identification of endometrial factors involved in mouse embryo
RT implantation.”;

RL Submitted (NOV-2001) to the EMBL/GenBank/DDBJ databases.

cC -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1; ALSO KNOWN AS THE
cc TRYPSIN FAMILY.

DR EMBL; AF305425; AAK15264.2; -.

DR EMBL; AF442819; AAL38005.1; -.

DR HSSP; P00763; 1DPO.

DR MEROPS; S$01.315; ~-.

DR MGD; MGI:2149952; Isp2.

DR InterPro; IPR001314; Chymotrypsin.

DR InterPro; IPR001254; Ser_protease_Try.

DR Pfam; PF00089; trypsin; 1.

DR PRINTS; PR00722; CHYMOTRYPSIN.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

DR PROSITE; PS00135; TRYPSIN_SER; 1.

KW Hydrolase; Serine protease.

SQ SEQUENCE 279 AA; 30986 MW; B81C43A59935244D7 CRC64;

Alignment Scores:

Pred. No.: 7.05e-41 Length: 279
Score: 640.00 Matches: 120
Percent Similarity: 64.73% Conservative: 36
Best Local Similarity: 49.79% Mismatches: 81
Query Match: 43.90% Indels: 4
DB: 11 Gaps: 2

US-09-598-982-20 (1-771) x Q99MS4 (1-279)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
AN RREE PERLREERER R bbbt se

Db 31 IlevalGlyGlyHisSerAlaProGlnGlyLysTrpProTrpGlnValSerLeuArgIle 50

Qy 79 CACGGCCCATAC--------- TGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAG 129

Db 51
Qy 130
Db 71
Qy 190
Db 91
Qy 250
Db 111
Oy 310
Db 131
oy 370
Db 151
oy 430
Db 171
Qy 490
Db 191
oy 547
Db 211
Qy 607
Db 231

us-09-598-982-20.n2p.xrspt

11 H | AR R ER AR NN [LERER!
e<mwnmewna<nenvwwmm:meav<mHmwwwm=o<moHmowwmmnHHmHHmmwmmHooHs

TGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGG

[RENRRRRRAEREY | [ARREE Il T Pl
TrpvalLeuThrAlaAlaHisCysIleArgGluArgAspAlaAspProServalPheArg

Oemn>>OGOOOQO>®O>OO$OOHO&&OH>Oo>oowo0>mnemoeoooomeo>mo>om>eo
: 11 HRREEN R R NN REEERRRRE
HHm>nm<mwoH<owcwwmewﬁrm=ewﬂoHwnwwrwmmH:rm:rmcmmn<mwmmawwm<mH

ATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTG
IR AR 11t BE R AR N N RN AR RN
IlelleHisProAspPhevalHisAlaGlyLeuGlySerAspvValAlaLeuLeuGlnLeu

D>00>mooooeowbmoeOeOO>QOO>OG€OO>O>OQOHOPOOOQOOOOOOHOOOHO>Q>O

Il : I [RRERN [N
>Hm<mpmmn<mHop:mmnvvmvwo»m:<mpr<mvﬁo<mHrwwbmcmnomeoH:mmemc

ACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAARTGATGAG

AR RSN RN AN RRANN] 1]
GluvalThrLysLysAspValCysTrpValThrGlyTrpGlyAlavalSerThrHisArg

ooooeono>oomonweeeo0aOeOw>oDwmOeobbooeoooo»e»bemm>>>>nn>n>ee
[RERARENRNR RN RN [N EEREEEA NN
mmnrmchOvnomn0e<n>wobm:np:n~:<m~o~:<m~r<mmeHHmvmvwm:mermc

emeo?OOO»>>>H>OO>OOHGQOOOOO:|-e>0>0mOO>Q>OO>OQHOOOO>HOOHOOOH

ommoH:mH:zmne<Hmwaw:>pmezﬂwﬁ@mHm>nm>w:>nmoH<oHsrwmrm:HHmrm:

GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG

[AEARARRRARRANANERERE! [EERRRRRRREN [EERER RN RN
LysAspMetLeuCysAlaGlyAsnGlnGlyGlnAspSerCysTyrGlyAspSerGlyGly

CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG

ERIRENENERE 11 [EREEERER [ERN RN AR RN
ProLeuvalCysAsnValThrGlySerTrpThrLeuvalGlyvalvalSerTrpGlyTyr

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG
[EERRRRNA T [ARRREEEER NN [ARARE! AR RE
Db 251 GlyCysAlaLeuArgAspPheProGlyvalTyrAlaArgValGlnSerPheLeuProTrp
Qy 727 ATC 729
111
Db 271 Ile 271
RESULT 11
Q96RZ8
ip Q96RZ8 PRELIMINARY; PRT; 321 AA.
AC  Q96RZ8;

DT 01-DEC-2001 (TrEMBLrel. 19, Created)

DT 01-DEC-2001 (TrEMBLrel. 19, Last sequence update)

DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)
DE HS transmembrane tryptase, gene name TMT, AF175522_1.

GN TRPA.

os Homo

sapiens (Human).

oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oc Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.

OX  NCBI
RN [1]

_TaxID=9606;

RP SEQUENCE FROM N.A.

RX MEDLINE=21096910; PubMed=11157797;

RA Daniels R.J., Peden J.F., Lloyd C., Horsley S.W., Clark K.,
RA Tufarelli C., Kearney L., Buckle V.J., Doggett N.A., Flint J.,
RA Higgs D.R.;

RT "Sequence,

RT Mb of the short arm of human chromosome 16."
RL Hum. Mol. Genet. 10:339-352(2001).

DR EMBL;

AEQ06466; AAK61269.1; -.

DR MEROPS; S$01.028; -.
DR InterPro; IPR001254; Ser_protease_Try.

DR Pfam;

PF00089; trypsin; 1.

Page 7
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DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

KW Hydrolase; Serine protease; Transmembrane.

sSQ SEQUENCE 321 AA; 33829 MW; FFF5089EDC4FC73D CRC64;
Alignment Scores:

Pred. No. 5.23e-37 Length: 321
Score: 589.50 Matches: 118
Percent Similarity: 61.89% Conservative: 33
Best Local Similarity: 48.36% Mismatches: 80
Query Match: 40.43% Indels: 13
DB: 4 Gaps: 6

Us-09-598-982-20 (1-771) x Q96RZ8 (1-321)

Qy 16 AGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGA
Db 37 %“MWw%«%wmHwowwmwm>wm%w%wn%»wmm~<>~mwatmm%%hwmbh&pmwwmwwhwhw
Qy 76 OHOObOOOOOnveboeomweoO?OeenﬂmomomoOOHOOOeo>eonwoonooyoemnneo
Db 57 Leunrghrg-------- Vaihlevaltyslyelysiteticuserbrotintipval
Qy 136 CTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAA
Db 74 W@b%bh%»%%hwmwmm“%v:mmmﬁop<mmwrmcbm:mmw.-.mmw»wn&«nmmsﬁwwmwm
oy 196 CTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTG
Db 93 wwhmp%mhﬁbmcmpcwwmesnrmcmmnwhomwmm:mmmneznewwwwmmwsmewwwbm:
Qy 256 CACCCACAGTTCTACACCGCCCAGATCGGA------ GCGGACATCGCCCTGCTGGAGCTG
Db 113 hw%mmﬂmmn-..mnowwmnwwmhhmnowbbaanmmnmwwwwwwW%%#%W%h<mHohhﬁwﬁ
Qy 310 GAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAG
Db 132 mmw<mwPM%«%hermwer%hW%hyhoHHmrm:MHOG%»o<mM%h%h%mwcwwmwmn>mv
Qy 370 ACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAG
Db 152 »mvwrwowmmnonwwHHm>nmo<menv<mW*ﬁhwb%%h%meewne:nwnmow:@wwwbﬁ
Qy 430 CGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATT
Db 172 vHOPMh%M%%h%%hoe<mmmwwwh%mw09c<mpr<m<mwmmﬂ¢wM¢mM%wve:ﬁmwcesn
Qy 490 eoaowono}>>>H>OO>OOHHQQOQOOH>O>OOQO?O>O0>OQ€OOQO$HOOHOOOHQ$O
bb 192 Mh%>ﬁmwnowmv
Qy 550 GACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCC
bb 207 AtpLLeLtysALAATgGlyPro---GlyAbALaCYSC RASPASRSETGLYGLYPIO
Qy 610 CTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGC
(RERANEA ARSI RN RN RRA] RSN RN AR RN RN RN RN RN AN
Db 226 LeuValCysGlnValAsnGlyAlaTrpValGlnAlaGlyIleValSerTrpGlyGluGly
Qy 670 TGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATC
Db 246 mmwoHmwmwvwowm:>HomHOOH<<mwe<neSH>nm<mano>wmhbh<mwymzkﬂmhh%
Qy 730 CACCACTATGTC 741
Db 266 wnm>nomwmmwm 269
RESULT 12
Q924N9
D Q924N9 PRELIMINARY; PRT; 274 AA.
AC Q924N9;
DT 01-DEC-2001 (TrEMBLrel. 19, Created)
DT 01-DEC-2001 (TrEMBLrel. 19, Last sequence update)

56

135
73

195
92

255
112
309
131
369
151
429
171

245
729
265

us-09-598-982-20.n2p.rspt
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DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)

DE Implantation serine proteinase.

GN ISPl.

0os Mus musculus (Mouse).

ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oc Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Mus.
(024 NCBI_TaxID=10090;

RN (1]

RP SEQUENCE FROM N.A.

RC STRAIN=CD1;

RX  MEDLINE=21319572; PubMed=11425330;

RA O’Sullivan C.M., Rancourt S.L., Liu $.Y., Rancourt D.E.;
RT "A novel murine tryptase involved in blastocyst hatching and
RT outgrowth.";

RL Reproduction 122:61-71(2001).

DR EMBL; AF184895; AAK84171.1; -.

DR MEROPS; S01.314; -.

DR MGD; MGI:2149951; Ispl.

DR InterPro; IPR001254; Ser_protease_Try.

DR pfam; PF00089; trypsin; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

DR PROSITE; PS00135; TRYPSIN_SER; UNKNOWN_1.

KW Hydrolase; Serine protease.

SQ SEQUENCE 274 AA; 30628 MW; 47CCD1E2C4AEBBES CRC64;
Alignment Scores:

Pred. No. 2.24e-35 Length: 274
Score: 568.00 Matches: 110
Percent Similarity: 60.25% Conservative: 37
Best Local Similarity: 45.08% Mismatches: 93
Query Match: 38.96% Indels: 4

DB: 11 Gaps: 2

US-09-598-982-20 (1-771) x Q924N9 (1-274)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78

SERRERERNNANER 11 [ERARARRRARR RN AN RARARAREE
31 IlevValGlyGlyGlnArgThrProProGlyLysTrpProTrpGlnValSerLeuArgMet 50

79 Ownomn 129

51 e<nmmna<nmwc<mwwwsmmweﬁv<mpmwmHHmo<mmw<oH<mmnH~mHHmmwmmnooHs 70

130 eommemoemboomnnmomoomHmOoeOOQ>0000>Omenb>om>eneomoomoooeﬂ>mo 189

AR R RN RN N NN K AR 1 [
71 eanHmrm:e:n»Hm>Hmmpwo<mHHmow:mmHow:bmw>~mwm@vﬂowwm<wwa<a>ﬂm 90

190 0emO>>0emnOOO>m0>00yo0e0e>0e>nO}OQ>OO$OOHOO&OOOOOHO?OOwnmyeo 249

PEEEED:: 1K ERRNRN t: ARRARER!
91 <m~n~:<m~o~<o~c<mHewnrm:ewﬁrMmoHcoH:QHCbmcrmcwm:memmnymmHHm 110

250 >enoeOODOOO>0>OeHOAPO>OOOOOOwo>eOmo>OOOQ>Obaooonoamnﬂnmwmoeo 309

[AREEERNRRER! Pl [RAEEERRE RN b
111 HHmHHmmwmmuo>mve<H>m:wmv<mHmmarwmvnmmsmbmwbmcbwmrm:zmnowsrmc 130

310 Obmm>OOOm0em>>OOHOe00>mO0>OOeOO>O?0®OHO>OOOHOOOOOOAQOOHO>O>Q 369

Tii ) ERERR |11
131 e:h>pmhmcrm:<mweswmmne:uym:<mHmmuvuo<mwmmnrm:mﬂor<m>mvmmammn 150

370 ACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAG 429

[IRRRR
151 arww:m>mmmmnernwmmmHso<mamwrmc<wHmwmenvnpm»m:rm:rm:m~=>nm<mH 170

430 CGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATT 489

[ [NRNE R [RA LR REERRARNY! tro )
171 ProLeuGlnProProTyrGlnLeuHisGluvalLysIleProIleGlnAspAsnLysSer 190

490 HOHO$OOO>>>>HPooyooeeoOOOOOH>n>Omom>O>00>nneonmn>eooenomem>0 549

111 111 ; 1l
191 nwmrmm>ﬂm>wme<n>nmrmmrwmmmwwmn>mvoHcmwmr<m>wm<mw>HmHHmm:m>mm 210

550 GACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCC 609
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~ >

(ARARANRRER 111 HE I |

[RRERERE!

(AR ARA

Db 211 AspMetLeuCysAlaGlyThrSerGlyArqGlyProCysPheGlyAspSerGlyGlyPro 230
Qy 610 CTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGE 669
[AERARARE! B LA ERESNN] [EEARERERERR! 11
Db 231 LeuvalCysTrpLysSerAsnLysTrpIleGlnvalGlyValvalSerLysGlyIleAsp 250
oy 670 eneonon>on00>>OOOGOOHQOO>HOH>O>OOnmemen>noawoawoaeoowoeoo>en 729

[N [RR {1 [ EEEEES RN (RN [RERRR
Db 251 n<mmmﬁ>m=||-vm:rmcvaommNHHmm:mmmnbam<mwmp:mmwmmﬁhmc>wmeHvHHm 269
Qy 730 CACCACTATGTC 741
(AN RN
Db 270 HisGlnHisIle 273
RESULT 13
QI96L36
iDp Q96L36 PRELIMINARY; PRT; 115 AA.
AC Q96L36;
DT 01-DEC-2001 (TrEMBLrel. 19, Created)
DT 01-DEC-2001 (TrEMBLrel. 19, Last sequence update)
DT 01-MAR-2002 (TrEMBLrel. 20, Last annotation update)
DE Delta I tryptase (Fragment).
0s Homo sapiens (Human).
ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oc Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.
[6).4 NCBI_TaxID=9606;
RN (1]
RP SEQUENCE FROM N.A.
RA Hunt J.E., Wang H.W., Thomas P.S., McNeil P.;
RT "Cloning and characterization of novel human tryptase cDNAs."
RL Submitted (SEP-2001) to the EMBL/GenBank/DDBJ databases.
DR EMBL; AY055427; AAL17874.1; -.
DR InterPro; IPR001254; Ser_protease_Try.
DR pfam; PF00089; trypsin; 1.
DR PROSITE; PS50240; TRYPSIN_DOM; 1.
DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.
KW Hydrolase; Serine protease.
FT NON_TER 1 1
FT NON_TER 115 115
SQ SEQUENCE 115 AA; 12994 MW, ES6C3C592D01BBE9 CRC64;
Alignment Scores:
Pred. No.: 3.23e-34 Length: 115
Score: 552.00 Matches: 100
Percent Similarity: 92.17% Conservative: 6
Best Local Similarity: 86.96% Mismatches: 9
Query Match: 37.86% Indels: 0
DB: 4 Gaps: 0

US-09-598-982-20 (1-771) x Q96L36 (1-115)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy

112 TCCCTCATCCACCCCCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCEGACGTCAAG 171
RARRR RN RN AR AR AR A NN AR RA R [N [N il b
1 SerLeuIleHisProGlnTrpvalLeuThrAlaAlaHisCysMetGluProAspIleLys 20

172 GATCTGGCCGCCCTCAGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTG 231

RN R R RN RN R AR N RN RN RN RN RN RN A R AN Y
21 AspLeuAlaAlalLeuArgValGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlaLeu 40

232 CTGCCGGTCAGCAGGATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGAC 291
RN RN RN R RN R RN NR RN AR NN I 11 FEEETELT
41 LeuProvalSerArgIleIlevValHisProGlnPheTyrIleIleGlnThrGlyAlaAsp 60

292 weo00OOem0GQO>QOHOQ>GQDQOOOQHO$>OQHOHOO>OOO>OQHOO>O$OOQHO>OO 351

(IRRARNARARRARRRARNARERY i
61 HHmvwmrmcrm:owcrmcowcmw:vﬁo<mw>m=HHmmmﬂmmﬂmwmmempmesm<m~a3w 80

352 CTGCCCCCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGC 411

(RN R RN RN R R AR R RN
81 LeuProProAlaSerGluThrPheProProGlyMetProCysTrpvalThrGlyTrpGly 100

412 GATGTGGACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAG 456

us-09-598-982-20.n2p.rspt Page

[ERERERERA RS |

XN [IRK ERRRAN

Db 101 AspValAspAsnAsnValHisLeuProSerProTyrProLeuLys 115
RESULT 14

Q8R1A6

ID QB8R1A6 PRELIMINARY; PRT; 331 AA.

AC  Q8RI1A6;

DT 01-JUN-2002 (TrEMBLrel. 21, Created)

DT 01-JUN-2002 (TrEMBLrel. 21, Last sequence update)

DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)

DE RIKEN cDNA 2010001P08 gene.

oS Mus musculus (Mouse).

oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
ocC Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Mus.
OoX NCBI_TaxID=10090;

RN f11]

RP SEQUENCE FROM N.A.

RC TISSUE=COLON;

RA Strausberg R.;

RL Submitted (MAR-2002) to the EMBL/GenBank/DDBJ databases.

DR EMBL; BC024903; AAH24903.1; -.

SQ SEQUENCE 331 AA; 35639 MW; CO6F6EF2FA261636 CRC64;

Alignment Scores:

Pred. No. 1.58e-33 Length: 331
Score: 544.00 Matches: 109
Percent Similarity: 59.30% Conservative: 44
Best Local Similarity: 42.25% Mismatches: 91
Query Match: 37.31% Indels: 14
DB: 11 Gaps: 7

US-09-598-982-20 (1-771) x Q8R1A6 (1-331)

Qy 16 >o»>eoneomooooeowoo>mon0ooovoo>oo>>meomonnemmnwnoenwonneo>m> 75
PEEETEVLY [IRENEEEEANE! SRR AR AR AR RN

Db 53 wnnHHm<mHmmnopmmp:?mv>HmOH:bmconvaenﬁwHoava~=<mHmmﬂ<mw>ﬂo 72

Qy 76 GTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTG 135

IR NN bt [LRREEREA] (NERAN! IRRAN
Db 73 GluAsnGly------~--- AlaHisValCysGlyGlySerLeuIleAlaGluAspTrpval 89

Qy .me Oe0>0000000000oeoooammmwnommvﬁoe0>>Qo?eneoonnnoooeo>oooeon>> 195
[EERARRNRARR H : 11 P

Db 90 rmcavm»~w>~mmwmo<mv:mvm:owsoH<<"oHsmermsmmwuwmawne:n<mHrmc 108
Qy 196 CTGCGGGAGCAGCACCTCTACTACCAGGAC-----~--~-=---- CAGCTGCTGCCGGTCAGC 243
Db 109 W%hﬂw%ﬁ?nHHmmmhwmn%bwvhomwc%%%wmsoHcmnor<mmwmhhh>ﬁm>~mﬁ%bwww 128
Qy 244 AGGATCATCGTGCACCCACAGTTCTACACCGCC--=--- CAGATCGGAGCGGACATCGCC 297
Db 129 owwm:me%r%mVM%%M%mmH-..%bhmmhwwwymwmwc:»mmmnmmw0~<%MMwww%h% 147
Qy 298 CTGCTGGAGCTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCC 357
Db 148 W%h«mwmmmhwhwwmmmnWP%HHmmmﬁvsmvm:>m@e<nzmnrm:mnoehwnwmW%h%h% 167

Qy 358 Onamnne0>O>0?OOHHODO0Oommmm>eQOOQeQOQQOO%O>OHOOOHQQOQOO$HQHQ 417

[REERR PIEEEIETErererrrrrant H
Db 168 bmmwwomH<>mnwworm:vwbvnomw<e:nzmnnwmenv<mHevwo~<en00w<mvmme 187

Qy 418 GACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATG 477
[EEERE] FPELLEERERLEELE bl

Db 188 GlyThrAsnGlnProLeuProProProPheThrLeuGlnGluLeuGlnValProLeulIle 207
Qy 478 GAAAACCACATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGC 537
bb 208 bmvbwmmwce:HMW%wm:HSHewn*%Mmp:mpc»w:mmHHHmmnomhwernmwc..‘wHo 226
Qy 538 ATCGTCCGTGACGACATGCTGTGTGCCGGG 591
Db 227 <m~HHmbmcmwmewbwﬁbwb%%%wbwwﬁbmvmow:mH:mw<r<mr<m>mvwwmo<w>m: 246
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Qy 592 GGCGACTCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTG 651
[ERRRR RN AR RN AN RN RARNRRA IR (NI

Db 247 GlyAspSerGlyGlyProLeuvValCysAspIleAsnAspValTrpIleGlnAlaGlyval 266

Qy 652 GTCAGCTGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACC 711
(ARRRRNERENE! [RRARR RN ANRAREEA RN [RIEEE:

Db 267 ValSerTrpGlySerAspCysAlaLeuPheLysArgProGlyvValTyrThrAsnvalSer 286

Qy 712 e>Oe706600709mm>e00>OO§OH$HOAOOOO>>>>>GOOQeo>>momooomﬁ 765

Jilee: I : e FLETH

Db 287 <mH9<HHwmmmneanHmnw:>m:arhzmﬁenv>m:rmcvnozmﬂnwcmwwvﬂm 304

RESULT 15

QIPVX7

ip Q9PVX7 PRELIMINARY; PRT; 389 AA.

AC Q9PVX7;

DT 01-MAY-2000 (TrEMBLrel. 13, Created)

DT , 01-MAY-2000 (TrEMBLrel. 13, Last sequence update)

DT 01-JUN-2002 (TrEMBLrel. 21, Last annotation update)

DE Epidermis specific serine protease.

GN XEPSIN.

[eF] Xenopus laevis (African clawed frog).

oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;

ocC Amphibia; Batrachia; Anura; Mesobatrachia; Pipoidea; Pipidae;

ocC Xenopodinae; Xenopus.

ox NCBI_TaxID=8355;

RN {1]

RP SEQUENCE WWOZ N.A.

RA Yamada K.

RT "The mxvﬁmmmwo: control of xepsin by non- mxwmw and planar

RT posteriorizing signals in Xenopus epidermis.”

RL Submitted (OCT-1998) to the mzmb\omsmmsx\uumu databases.

cc -!1- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1; ALSO KNOWN AS THE

cc TRYPSIN FAMILY.

DR EMBL; AB018694; BAA84941.1; -.

DR HSSP; P00763; 1DPO.

DR InterPro; IPR001314; Chymotrypsin.

DR InterPro; IPR001254; Ser_protease_Try.

DR pfam; PF00089; trypsin; 1.

DR PRINTS; PR00722; CHYMOTRYPSIN.

DR SMART; SM00020; Tryp_SPc; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; UNKNOWN_1.

DR PROSITE; PS00135; TRYPSIN_SER; 1.

KW Hydrolase; Protease; Serine protease.

SQ SEQUENCE 389 AA; 42375 MW; B31FB4A2FSD1F6E3 CRC64;

Alignment Scores:

Pred. No.: 1.94e-33 Length: 389

Score: 543.00 Matches: 108

Percent Similarity: 57.14% Conservative: 36

Best Local Similarity: 42.86% Mismatches: 96

Query Match: 37.24% Indels: 12

DB: 13 Gaps: 5

US-09-598-982-20 (1-771) x Q9PVX7 (1-389)

Qy
Db
Qy
Db
Qy
Db
Qy

Db -

7 Oeom>O$>>>Q>>aOQenoOomo%0>OQ>OQOOOoo>mm>oo>>oemmnnoenon>noeo 66
[RERNRRANEREREY] prria (RN HE
22 HHmmmnwmcvnoHHm<mHmw<oszmﬁ»mnmmurwmwmmmH%ﬂHceﬂvwnoewvmwuHHm 41

67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126

ARERR AR AREARRE R S
42 SerLeuSerTyrLysSerAsp--------- SerIleCysGlyGlySerLeuLeuThrAsp 58

127 0>0enmmeooeo>OoooooooOOmeonmeoOn>oooobooaoyboobeneoooooonoen 186
ARRAREEE R RN RAE | 11 (IR
59 mmnenv<mpzmﬁeamwwm>wm=umowmme ...... >mvmmnbm:>mu<mwmmnewﬂemw 76

187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246

I 111 KR [N RERRRRAN
77 ThrvalTyrLeuGlyAlaTyrGlnLeuSerAlaProAspAsn---SerThrvalSerArg 95

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
oy
Db
Qy
Db

Search completed: January 31, 2003,

us-09-598-982-20.n2p.rspt

96
295
116
355
136
415
156
475
176
535
196
589
216
649
236
709

256

Job time

|||||||||||| ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATC

I H] PIETT I Hl [RERNR
GlyvValLysSerIleThrLysHisProAspPheGlnTyrGluGlySerSerGlyAspIle

OOOOH@OHQGPQOHOODOO?OOOQOeObwooeoeoO>OOO>OOH00§OPOOOHO>OOO&O
(NN RS TEDT: EEEEE v 11
>HmbmcapmmHCbm:mH:b<mmno<wHe:Hm:mevﬂmﬁoawﬁwwmrmchoHHmn<wrm:

CCCCCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGAT

1 1 BN EPEEETEr Rl
ProSerGlnAspValGlnPheAlaAlaGlyThrMetCysTrpValThrGlyTrpGlyAsn

memOw0>>e0>eO>OOOOOH000>QOOOO»eeeoneoem>>mo>ooHO>>QOHOOOO$H»

1 [N I 1
meowsnpcmpwerﬁnﬁormcHHmmmnvnor<mermHpmmwsb<m>~mmyc<mpwwmme

>HOQ>>>>OO>O$HHaoamvomo>v>7a>00>00eHOQOQOOG>O>OOQQ>Q>GGVOOHO

sl P 1
me>mvmmnmmm<mwo<mmw<H:Hzmﬁe<HmHcmmﬂmmﬂrmcmw<e<HHHmvao>mvu:m

CGCATCGTCCGTGACGACATGCTGTGTGCCGGG----~+ >>O$OOOQO>OQODOHO>HOO

SRR SRR RN NN I (NREEENRE
mmnm:memmHsch>mbzmw<mHn<m>~m0H<e<HbmmmH:m~m>H@H~m>mn>wmo<w

CAGGGCGACTCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGE

RSN RN NN AR NN | [ARERANNA 11
GlnGlyAspSerGlyGlyProLeuValCysAsnValAsnAsnValTrpLeuGlnLeuGly

meOOeowOOHOomoOo>mOOoeoemnn0wonOn>>OOanoemnn>eoewo>onomemqo
AR EARRRN T : RAEERNNY|
me<mHmmneﬁvoH<e<HmHmommbwmoH:wno>m=wmomnomH<<mwewwezﬂr<m<mw

ACCTACTACTTGGACTGGATCCACCACTATGTCCCC 744

ARNRR (RN R [RERRR
GlnTyrTyrGlnAspTrpLeuLysThrAsnvalPro 267

06:58:26
63.5 secs

Page 10

294

354

135

155
474
175
534
195
588
215
648
235
708
255
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Fri Jan 31 15:47:09 2003 us-09-598-982-20.n2p.rsp \ Page 1
) 19 512 35.1 343 1 PSS8_HUMAN 016651 homo sapien
GenCore version 5.1.3 20 501.5 34 .4 317 1 BSS4_HUMAN Q9gzn4 homo sapien
Copyright (c) 1993 - 2003 Compugen Ltd. 21 495 34.0 455 1 TMSS5_MOUSE Q%er04 mus musculu
22 494 33.9 314 1 TEST_HUMAN Q9y6m0 homo sapien
23 476.5 32.7 324 1 TEST_MOUSE 09jhj7 mus musculu
OM nucleic - protein search, using frame_plus_n2p model 24 474 .5 32.5 454 1 TMS3_HUMAN P57727 homo sapien
25 467 32.0 625 1 FAll_HUMAN P03951 homo sapien
Run on: January 31, 2003, 05:25:33 ; Search time 17.5 Seconds 26 464 31.8 457 1 TMSS_HUMAN 09h3s3 homo sapien
(without alignments) 27 463 31.8 306 1 BSS4_MOUSE Q%erl0 mus musculu
3654.657 Million cell updates/sec 28 460.5 31.6 418 1 HATT_HUMAN 060235 homo sapien
29 451 30.9 638 1 KAL_HUMAN P03952 homo sapien
Title: US-09-598-982-20 30 448 30.7 338 1 PLMN_HORSE P80010 equus cabal
Perfect score: 1458 31 447 30.7 638 1 KAL_MOUSE P26262 mus musculu
Sequence: 1 gggcccctcecgagaaaagaat. . ........ cgtgaagcggccgecgtegt 771 32 446.5 30.6 812 1 PLMN_BOVIN P06868 bos taurus
33 445 30.5 638 1 KAL_RAT P14272 rattus norv
Scoring table: BLOSUM62 34 444.5 30.5 271 1 EL2_RAT P00774 rattus norv
Xgapop 10.0 , Xgapext 0.5 35 444 30.5 333 1 PLMN_CANFA P80009 canis famil
Ygapop 10.0 , Ygapext 0.5 36 443 30.4 245 1 CTRB_BOVIN P00767 bos taurus
Fgapop 6.0 , Fgapext 7.0 37 441 30.2 343 1 PLMN_SHEEP P81286 ovis aries
Delop 6.0 , Delext 7.0 38 439.5 30.1 269 1 EL2A_HUMAN P08217 homo sapien
39 434 29.8 490 1 TMS2_MOUSE 09jig8 mus musculu
Searched: 112892 seqgs, 41476328 residues 40 430.5 29.5 271 1 EL2_MOUSE P05208 mus musculu
41 429 29.4 810 1 PLMN_HUMAN P00747 homo sapien
Total number of hits satisfying chosen parameters: 225784 42 428 29.4 810 1 PLMN_MACMU P12545 macaca mula
43 427 29.3 263 1 CTR2_CANFA P04813 canis famil
Minimum DB seq length: 0 44 427 29.3 266 1 EL1_PIG P00772 sus scrofa
Maximum DB seq length: 2000000000 45 426 29.2 263 1 CTRB_HUMAN P17538 homo sapien
Post-processing: Minimum Match 0%
Maximum Match 100% ALIGNMENTS
Listing first 45 summaries
RESULT 1
Command line parameters: TRB2_HUMAN
-MODEL=frame+_n2p.model -DEV=xlh iD TRB2_HUMAN STANDARD; PRT; 275 AA.
|ou\oo...ulu\cmveOImvooH\cwowwwwwmm\ﬁc:mnlwqowmoowloqwqum]pmmm»\mvmﬁbsmﬂw.mwmnmlw.mmq AC P20231; Q9UQI7; Q9UQI6; QL5664; 095827;
-DB=SwissProt_40 -QFMT=fastan -SUFFIX=n2p.rsp -MINMATCH=0.1 -LOOPCL=0 DT 01-FEB-1991 (Rel. 17, Created)
-LOOPEXT=0 -UNITS=bits -START=1 -END=-1 -MATRIX=blosum62 -TRANS=human40.cdi DT 01-FEB-1991 (Rel. 17, Last sequence update)
-LIST=45 -DOCALIGN=200 -THR_SCORE=pct -THR_MAX=100 -THR_MIN=0 -ALIGN=15 DT 16-0CT-2001 (Rel. 40, Last annotation update)
-“MODE=LOCAL -OUTFMT=pto -NORM=ext -HEAPSIZE=500 -MINLEN=0 -MAXLEN=2000000000 DE Tryptase beta-2 precursor (EC 3.4.21.59) (Tryptase 2) (Tryptase II).
-USER=US09598982_@CGN_1_1_6_@runat_27012003_073715_19534 -NCPU=6 -ICPU=3 GN TPSB2 OR TPS2.
-NO_XLPXY -NO_MMAP -LARGEQUERY -NEG_SCORES=0 -WAIT -LONGLOG -DEV_TIMEOUT=120 oS Homo sapiens (Human).
-WARN_TIMEOUT=30 -THREADS=1 -XGAPOP=10 -XGAPEXT=0.5 -FGAPOP=6 -FGAPEXT=7 oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
-YGAPOP=10 -YGAPEXT=0.5 -DELOP=6 -DELEXT=7 oc Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.
(9.4 NCBI_TaxID=9606;
Database : SwissProt_40:* RN [1}
RP SEQUENCE FROM N.A. (VARIANT BETA-2).
pred. No. is the number of results predicted by chance to have a RC TISSUE=Lung;
score greater dams or equal to the score of the result being printed, RX MEDLINE=90369005; PubMed=2203827;
and is derived by analysis of the total score distribution. RA Miller J.S., Moxley G., Schwartz L.B.;
\ RT "Cloning and characterization of a second complementary DNA for human
\ SUMMARIES RT tryptase.";
3 ; RL J. Clin. Invest. 86:864-870(1990).
Result Query \ RN (2}
No. Score Match Length DB ID Description RP  SEQUENCE FROM N.A. (VARIANT BETA-2).
..................... e Tt T T T TN RX MEDLINE=93166209; PubMed=8434231;
1 1368 93.8 %275 1 TRB2_HUMAN P20231 homo sapien RA Blom T., Hellman L.;
2 1363 93.5 275 1 TRB1_HUMAN Q15661 homo sapien RT "Characterization of a tryptase mRNA expressed in the human basophil
3 1282 87.9 275 1 TRYA_HUMAN P15157 homo sapien RT cell line KUB12.";
4 1092 74.9 26 1 MCT6_MOUSE P21845 mus musculu RL Scand. J. Immunol. 37:203-208(1993).
5 1077 73.9 75 1 TRYT_CANFA P15944 canis famil RN [3]
6 1075 73.7 70 1 TRYT_MERUN P50342 meriones un RP SEQUENCE FROM N.A. (VARIANTS BETA-2 AND BETA-3).
7 1057 72.5 273 1 MCT7_MOUSE Q02844 mus musculu RX MEDLINE=90251647; PubMed=2187193;
8 1055 72.4 274 1 MCT6_RAT P50343 rattus norv RA Vanderslice P., Ballinger S.M., Tam E.K., Goldstein S.M., Craik C.S.,
9 1039 71.3 273 1 MCT7_RAT P27435 rattus norv RA Caughey G.H.;
10 1030 70.6 273 1 TRYT_SHEEP Q9xsm2 ovis aries RT "Human mast cell tryptase: multiple cDNAs and genes reveal a
11 1006 69.0 275 1 TRYT_PIG Q9n2dl sus scrofa RT multigene serine protease family.";
12 988 67.8 235 1 TRYD_HUMAN Q9%bzj3 homo sapien RL Proc. Natl. Acad. Sci. U.S.A. 87:3811-3815(1990).
13 684 .5 46.9 269 1 TRYM_CANFA P19236 canis famil RN (4]
14 608.5 41.7 +311 1 TRYG_MOUSE Q9qul7 mus musculu RP SEQUENCE FROM N.A. (VARIANTS BETA-2 AND BETA-3).
15 593.5 40.7 321 1 TRYG_HUMAN Q9nrr2 homo sapien RX MEDLINE=99121069; PubMed=9920877;
16 563.5 38.6 290 1 MPN_HUMAN Q9bgr3 homo sapien RA Pallaoro M., Fejzo M.S., Shayesteh L., Blount J.L., Caughey G.H.;
17 529 36.3 342 1 PSS8_RAT Q9%es87 rattus norv RT "Characterization of genes encoding known and novel human mast cell
18 526 36.1 342 1 PSS8_MOUSE 09esdl mus musculu RT tryptases on chromosome 16pl13.3.";
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J. Biol. Chem. 274:3355-3362(1999).

[51

REVISIONS.

Pallaoro M., Fejzo M.S., Shayesteh L., Blount J.L., Caughey G.H.;

Submitted (OCT-2001) to the EMBL/GenBank/DDBJ databases.

(6]

X-RAY CRYSTALLOGRAPHY (3.0 ANGSTROMS) .

MEDLINE=98180625; PubMed=9521329;

Pereira P.J.B., Bergner A., Macedo-Ribeiro S., Huber R.,

Matschiner G., Fritz H., Sommerhoff C.P., Bode W.;

"Human beta-tryptase is a ring-like tetramer with active sites facing

a central pore.";

Nature 392:306-311(1998).

[7)

X-RAY CRYSTALLOGRAPHY (3.4 ANGSTROMS).

MEDLINE=99432168; PubMed=10500112;

Sommerhoff C.P., Bode W., Pereira P.J.B., Stubbs M.T.,

Stuerzebecher J., Piechottka G.P., Matschiner G., Bergner A.;

"The structure of the human betaII-tryptase tetramer: fo(u)r better or

worse.";

Proc. Natl. Acad. Sci. U.S.A. 96:10984-10991(1999).

-!- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST
CELLS AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION
RESPONSE OF THIS CELL TYPE.

-1- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-, Lys-}-, but
with more restricted specificity than trypsin.

-1~ SUBUNIT: HOMOTETRAMER.

-!- SUBCELLULAR LOCATION: RELEASED FROM THE SECRETORY GRANULES UPON
MAST CELL ACTIVATION.

-!- POLYMORPHISM: There are two alleles; beta-II and beta-III which
differ by 3 residues.

-!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.
This SWISS-PROT entry is copyright. It is produced through a collaboration
between the Swiss Institute of Bioinformatics and the EMBL outstation -
the European Bioinformatics Institute. There are no restrictions on its
use by non-profit institutions as long as its content is in no way
modified and this statement is not removed. Usage by and for commercial
entities requires a license agreement (See http://www.isb-sib.ch/announce/
or send an email to license@isb-sib.ch).

EMBL; M37488; AAAS51843.1; -.

EMBL; M33492; AAA36779.1; -.

M33493; AAA36780.1; -.

S55551; AAD13876.1; -.

AF099143; AAD17859.2; -.

AF099145; AAD17857.1; -.

AF099146; AAD17858.1; -.

A37193; A37193.

B35863; B35863.

1AAO; 31-JAN-94.

1A0L; 23-MAR-99.

MEROPS; S$01.027; -.

MEROPS; S01.242; -.

Genew; HGNC:14120; TPSB2.

InterPro; IPR001314; Chymotrypsin.

InterPro; IPR001254; Ser_protease_Try.

pfam; PF00089; trypsin; 1.

PRINTS; PR00722; CHYMOTRYPSIN.

SMART; SM00020; Tryp_SPc; 1.

PROSITE; PS50240; TRYPSIN_DOM; 1.

PROSITE; PS00134; TRYPSIN_HIS; 1.

PROSITE; PS00135; TRYPSIN_SER; 1.

Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen;

Polymorphism; 3D-structure.

SIGNAL 1 18 POTENTIAL.

PROPEP 19 30 ACTIVATION PEPTIDE.
CHAIN 31 275 TRYPTASE BETA-2.
ACT_SITE 74 74 CHARGE RELAY SYSTEM.
ACT_SITE 121 121 CHARGE RELAY SYSTEM.
ACT_SITE. 224 224 CHARGE RELAY SYSTEM.
DISULFID 59 75

DISULFID 155 230

us-09-598-982-20.n2p.rsp

FT DISULFID 188 211

FT DISULFID 220 248

FT CARBOHYD 233 233 N-LINKED (GLCNAC. . .) (POTENTIAL).
FT VARIANT 51 53 HGP -> RDR (IN BETA-III).
FT /FTId=VAR_012104.

FT CONFLICT 132 132 K -> N (IN REF. 3).

SQ SEQUENCE 275 AA; 30529 MW; 2B27396CS1F5C7A0 CRC64;
Alignment Scores:

Pred. No.: 7.09%e-73 Length: 275
Score: 1368.00 Matches: 244
Percent Similarity: 99.59% Conservative: 0
Best Local-Similarity: 99.59% Mismatches: 1
Query Match: 93.83% Indels: 0

DB: 1 Gaps: 0

US-09-598-982-20 (1-771) x TRB2_HUMAN (1-275)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC
RN RN R R NN R RN R RN R RN RN A RN NN
Db 31 IlevValGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvValSerLeuArgval
Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG
FCLEEET bt et b et e et bt e et r e b bt e et et
Db 51 HisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpValLeu
TN
Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG
[RRRERRER PEELRr e et e re e
Db 71 ThrAlaAlaHisCysValGlyProAspvalLysAspLeuaAlaAlaleuArgvValGlnLeu
'
Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC
[RRRNERNA (ARRRRNRREN RN RRRER AR (NARERRERRRERARRRANARY
Db 91 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArglIleIlevalHis
Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG
[RRRNERER] (AERERANY] AERRENT FEVEELL [ANANERERE]
Db 111 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro
Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC
[AERARRAN! FLEEELTT LEEEEED [RERNRNE! IRERNAR)
Db 131 ValLysValSerSerHisValHisThrvValThrLeuProProAlaSerGluThrPhePro
Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
POEERPTEEET et e r b e b bbb e e b et i bbb eyttt
Db 151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro
Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA
PEEEELOE R e e bbbt e e nrety Prarerrireereersrerent
Db 171 ProProPheProLeulLysGlnvalLysvValProIleMetGluAsnHisIleCysAspAla
Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG
(RN RN RN RN AR RN R RN RN R RN R R RN AR AR RN
Db 191 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIleValArgAspAspMetLeu
Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
(AR RN R AR RN R A RN RN RN R AR RN A RN R RN NRRNY|
Db 211 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuValCys
Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG
[RER RN RN RN R RN R R NN N AN AN AR R NN R NN R
Db 231 LysValAsnGlyThrTrpLeuGlnAlaGlyvValvValSerTrpGlyGluGlyCysAlaGln
Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT
(NN RN AR RN R R R N R A R R AR AR R A R R RN NN RR AN RN RN
Db 251 ProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrplleHisHisTyr
Qy 739 GTCCCCAAAAAGCCG 753
LR ARRRN |
Db 271 valProLysLysPro 275
RESULT 2
TRB1_HUMAN
ID TRB1_HUMAN STANDARD; PRT; 275 AA.

Page 2
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190
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678
250
738
270
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AC Q15661; Q15663; Q9H2Y4; FT CHAIN 31 275 TRYPTASE BETA-1.
DT 16-0OCT-2001 (Rel. 40, Created) FT ACT_SITE 74 74 CHARGE RELAY SYSTEM.
DT 16-0CT-~2001 (Rel. 40, Last sequence update) FT ACT_SITE 121 121 CHARGE RELAY SYSTEM.
DT 16-0CT-2001 (Rel. 40, Last annotation update) FT ACT_SITE 224 224 CHARGE RELAY SYSTEM.
DE Tryptase beta-1 precursor (EC 3.4.21.59) (Tryptase 1) (Tryptase I). FT DISULFID 59 75 BY SIMILARITY.
GN TPSB1. FT DISULFID 155 230 BY SIMILARITY.
Qs Homo sapiens (Human). FT DISULFID 188 211 BY SIMILARITY.
oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; FT DISULFID 220 248 BY SIMILARITY.
oC Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo. FT CARBOHYD 132 132 N-LINKED (GLCNAC. . .) (POTENTIAL).
(0).4 NCBI_TaxID=9606; FT CARBOHYD 233 233 N-LINKED (GLCNAC. . .) (POTENTIAL).
RN [1] FT  VARSPLIC 79 87 MISSING (IN ISOFORM 2).
RP SEQUENCE FROM N.A. SQ SEQUENCE 275 AA; 30515 MW; ADC48FDC51F37112 CRC64;
RX MEDLINE=90251647; PubMed=2187193;
RA vanderslice P., Ballinger S.M., Tam E.K., Goldstein S.M., Craik C.S., Alignment Scores:
RA Caughey G.H.; Pred. No.: 1.38e-72 Length: 275
RT "Human mast cell tryptase: multiple cDNAs and genes reveal a multigene Score: 1363.00 Matches: 243
RT serine protease family."; Percent Similarity: 99.18% Conservative: 0
RL Proc. Natl. Acad. Sci. U.S.A. 87:3811-3815(1990). Best Local Similarity: 99.18% Mismatches: 2
RN [2) Query Match: 93.48% Indels: 0
RP SEQUENCE FROM N.A. DB: 1 Gaps: 0
RX MEDLINE=99121069; PubMed=9920877;
RA Pallaoro M., Fejzo M.S., Shayesteh L., Blount J.L., Caughey G.H.; US-09-598-982-20 (1-771) x TRB1_HUMAN (1-275)
RT "Characterization of genes encoding known and novel human mast cell
RT tryptases on chromosome 16p13.3."; Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
RL J. Biol. Chem. 274:3355-3362(1999). RN RN N R N RN R R RN R RN R A AR RN RN NN RA AR RN AR
RN [3) Db 31 IleValGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval 50
RP SEQUENCE OF 54-275 FROM N.A. (ISOFORM 2).
RA Wang H.W., McNeil H.P., Thomas P.S., Murphy B.N., Webster M.J., Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138
RA Hettiaratchi A., King G., Heywood G.J., Huang C., Stevens R.L., AR RN R RN NN RN R R R R R A RN R AN NN RN RN RR AR NN ER
RA Hunt J.E.; Db 51 HisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvalLeu 70
RT "Molecular cloning and characterization of novel human tryptase cDNAs
RT and splicing variants."; Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198
RL Submitted (NOV-1999) to the EMBL/GenBank/DDBJ databases. (NRRRRREE RN RN RR AR RN AR [RRERRRRA] SRERENE
cc -!- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST Db 71 ThralaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgValGlnLeu 90
cC CELLS AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION
cc RESPONSE OF THIS CELL TYPE. Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
CC -!- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-, Lys-|-, but [REANRNERRRRRERRRRRERE LETELET RN AR AN RN RN RRE!
[ole] with more restricted specificity than trypsin. Db 91 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIleIlevalHis 110
cc -!- SUBUNIT: HOMOTETRAMER (BY SIMILARITY).
cCc -!- SUBCELLULAR LOCATION: RELEASED FROM THE SECRETORY GRANULES UPON Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318
cc MAST CELL ACTIVATION. [LARNRENRS (AERNARN] IEERRRREN] PEPUELER eyt
[ole} -!- ALTERNATIVE PRODUCTS: 2 isoforms; 1 (shown here) and 2; are Db 111 ProGlnPheTyrThrAlaGlnIleGlyAlaAsplIleAlaLeuLeuGluLeuGluGluPro 130
cC produced by alternative splicing.
cc -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY. Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378
S e et LR R 111 (RN FPITTEREE R e e ety e ey ettt
cc This SWISS-PROT entry is copyright. It is produced through a collaboration Db 131 ValAsnvValSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro 150
cC between the Swiss Institute of Bioinformatics and the EMBL outstation -
cC the European Bioinformatics Institute. There are no restrictions on its Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
cc use by non-profit institutions as long as its content is in no way AR R RN RN RN R RN R R R NN RN RN AR A RN
cC modified and this statement is not removed. Usage by and for commercial Db 151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro 170
[olo] entities requires a license agreement (See http://www.isb-sib.ch/announce/
CC  or send an email to license@isb-sib.ch). Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498
i e D P R el [ER AR RN RN PEERLRCRCREY e et
DR M33494; AACB83172.1; -. Db 171 proProPheProLeulysGlnValLysValProIleMetGluAsnHisIleCysAspAla 190
DR M33491; AAA36778.1; -.
DR AF099144; AAD17860.1; -. Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558
DR AF206667; AAG35697.1; -. ’ AR ARERRRRRRRRRRRNRE FERURERTRER et bbbty
DR P20231; 1AOL. Db 191 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIllevalArgAspAspMetLeu 210
DR  MEROPS; S$01.242; -.
DR  Genew; HGNC:12019; TPSB1. Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
DR MIM; 191081; -. RN AR RR RN (AR AN RN RN AN RN R R R ]
DR InterPro; IPR001314; Chymotrypsin. bb 211 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuValCys 230
DR InterPro; IPR001254; Ser_protease_Try.
DR  Pfam; PFQ0089; trypsin; 1. Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678
DR PRINTS; PR00722; CHYMOTRYPSIN. AR RN R RN RN RN RN RN AR RN RN RN RN AR RN RN
DR SMART; SM00020; Tryp_SPc; 1. Db 231 LysValAsnGlyThrTrpLeuGlnAlaGlyValvValSerTrpGlyGluGlyCysAlaGln 250
DR PROSITE; PS50240; TRYPSIN_DOM; 1.
DR PROSITE; PS00134; TRYPSIN_HIS; 1. Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738
DR PROSITE; PS00135; TRYPSIN_SER; 1. [ARERRRRRRRRNRRERENE! [ERERARNRE] [AERERRRY! EERRARRRRR]
KW Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen; Db 251 ProAsnArgProGlyIleTyrThrArgValThrTyrTyrLeuAspTrpIlleHisHisTyr 270
KW Alternative splicing.
FT SIGNAL 1 18 POTENTIAL. Qy 739 GTCCCCAAAAAGCCG 753
FT PROPEP 19 30 ACTIVATION PEPTIDE (BY SIMILARITY). (RERERERRRERERE]
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Db 271 vValProLysLysPro 275

RESULT 3

TRYA_HUMAN

ID TRYA_HUMAN STANDARD; PRT; 275 AA.

AC P15157; Q9UQI1l; Q9H2YS;

DT 01-APR-1990 (Rel. 14, Created)

DT 16-0CT-2001 (Rel. 40, Last sequence update)

DT 16-0CT-2001 (Rel. 40, Last annotation update)

DE aAlpha-tryptase precursor (EC 3.4.21.59) (Tryptase 1).

GN TPS1.

os Homo sapiens (Human).

oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;

oc Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.

oX NCBI_TaxID=9606;

RN (1]

RP  SEQUENCE FROM N.A. (ISOFORM 1).

RC  TISSUE=Lung;

RX MEDLINE=90009311; PubMed=2677049;

RA Miller J.S., Westin E.H., Schwartz L.B.;

RT "Cloning and characterization of complementary DNA for human

RT tryptase.";

RL J. Clin. Invest. 84:1188-1195(1989).

RN [2}

RP REVISIONS TO 89-93 AND 108.

RA Schwartz L.B.;

RL Submitted (MAR-1990) to the EMBL/GenBank/DDBJ databases.

RN [3]

RP SEQUENCE FROM N.A. (ISOFORM 1).

RX MEDLINE=99121069; PubMed=9920877;

RA pallaoro M., Fejzo M.S., Shayesteh L., Blount J.L., Caughey G.H.;

RT "Characterization of genes encoding known and novel human mast cell

RT tryptases on chromosome 16pl13.3.";

RL J. Biol. Chem. 274:3355-3362(1999).

RN [4}

RP SEQUENCE FROM N.A. (ISOFORMS 1 AND 2).

RC TISSUE=Lung;

RA Wang H.W., McNeil H.P., Thomas P.S., Murphy B.N., Webster M.J.,

RA Hettiaratchi A., King G., Heywood G.J., Huang C., Stevens R.L.,

RA Hunt J.E.;

RT "Molecular cloning and characterization of novel human tryptase cDNAs

RT and splicing variants.";

RL Submitted (NOV-1999) to the EMBL/GenBank/DDBJ databases.

RN [5]

RP SEQUENCE OF 31-50, AND PITUITARY, SEQUENCE OF 31-38.

RC TISSUE=Lung;

RX MEDLINE=87109258; PubMed=3543004;

RA Cromlish J.A., Seidah N.G., Marcinkiewcz M., Hamelin J., Johnson D.A.,

RA Chretein M.;

RT "Human pituitary tryptase: molecular forms, NH2-terminal sequence,

RT immunocytochemical localization, and specificity with prohormone and

RT fluorogenic substrates.";

RL J. Biol. Chem. 262:1363-1373(1987).

cC -1- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST

Ccc CELLS AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION

cc RESPONSE OF THIS CELL TYPE.

cc -1- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-, Lys-|-, but

cc with more restricted specificity than trypsin.

cC -t- SUBUNIT: HOMOTETRAMER.

cc -1- SUBCELLULAR LOCATION: RELEASED FROM THE SECRETORY GRANULES UPON

cc MAST CELL ACTIVATION.

cc -1- ALTERNATIVE PRODUCTS: 2 isoforms; 1 (shown here) and 2; are

cC produced by alternative splicing.

cC -1- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.

(oo e Rl R bt St
cCc This SWISS-PROT entry is copyright. It is produced through a collaboration
cc between the Swiss Institute of Bioinformatics and the EMBL outstation -
cc the European Bioinformatics Institute. There are no restrictions on its
cC use by non-profit institutions as long as its content is 1in no way
cc modified and this statement is not removed. Usage by and for commercial
cc entities requires a license agreement (See http://www.isb-sib.ch/announce/
cC or send an email to license@isb-sib.ch).

(oo T i i ittt

us-09-598-982-20.n2p.rsp Page

DR EMBL; M30038; AAA86934.1; -.

DR EMBL; AF098328; AAD17846.1; -.

DR EMBL; AF206665; AAG35695.1; -

DR EMBL; AF206666; AAG35696.1; -.

DR PIR; A45754; A45754.

DR HSSP; P20231; 1AOQL.

DR MEROPS; S01.015; -.

DR MEROPS; $01.143; -.

DR Genew; HGNC:12018; TPS1.

DR MIM; 191080; -.

DR InterPro; IPR0O01314; Chymotrypsin.

DR InterPro; IPR001254; Ser_protease Try.
DR pfam; PF00089; trypsin; 1.

DR PRINTS; PR00722; CHYMOTRYPSIN.

DR SMART; $M00020; Tryp_SPc; 1.

DR PROSITE; PS$S50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; 1.

DR PROSITE; PS00135; TRYPSIN_SER; 1.

KW Hydrolase; Serine protease; Signal; Glycoprotein; zymogen;
KW Polymorphism; Alternative splicing.

FT SIGNAL 1 i8 POTENTIAL.

FT PROPEP 19 30 ACTIVATION PEPTIDE.

FT CHAIN 31 275 ALPHA-TRYPTASE.

FT ACT_SITE 74 74 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 121 121 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 224 224 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT DISULFID 59 75 BY SIMILARITY.

FT DISULFID 155 230
FT DISULFID 188 211
FT DISULFID 220 248

BY SIMILARITY.
BY SIMILARITY.
BY SIMILARITY.

FT  CARBOHYD 132 132 N-LINKED (GLCNAC. .) (POTENTIAL).
FT  CARBOHYD 233 233 N-LINKED (GLCNAC. .) (POTENTIAL).
FT  VARSPLIC 79 87 MISSING (IN ISOFORM 2).

FT  VARIANT 15 15 R -> P (IN ALPHA-II).

FT /FTId=VAR_012102.

FT  VARIANT 221 221 K -> Q (IN ALPHA-II).

FT /FTId=VAR_012103.

FT  CONFLICT 215 216 TR -> SQ (IN REF. 1).

SQ SEQUENCE 275 AA; 30772 MW; B9BAC4BBCBY91CE75 CRC64;

Alignment Scores:

Pred. No.: 7.17e-68 Length: 275
Score: 1282.00 Matches: 228
Percent Similarity: 94.69% Conservative: 4
Best Local Similarity: 93.06% Mismatches: 13
Query Match: 87.93% Indels: 0
DB: 1 Gaps: 0

US-09-598-982-20 (1-771) x TRYA_HUMAN (1-275)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
AR RENAN [NERARENR [RRERARAN [ARRRRRRE

Db 31 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnValSerLeuArgval 50

Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138

ARRRRRRRRR RN RRERRRRNRNRE! RRARRRARARARARARRAN
Db 51 ArgAspArgTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvalLeu 70

Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198

IRARARER RN RN RN RN RN E R ARy [ERRRRRARNRRERN
Db 71 ThralaAlaHisCysLeuGlyProAspvValLysAspLeuAlaThrLeuArgvalGlnLeu 90

Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258

RN RN RN NN RN NN AR RN R RN RN RN RN ANy
Db 91 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIlelIlevalHis 110

Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318

[ERERARERERE 11} ARARERERE! AEARERARERNRENANRR
Db 111 ProGlnPheTyrIleIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 130

Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378

| EEA RN RERRRNN | (RN RRER AR RN NN RNy
Db 131 valAsnIleSerSerArgvValHisThrvalMetLeuProProAlaSerGluThrPhePro 150
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Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438

ARENARRK RERERRNN) AR RA RN RA AN AR ERENE! [REERR
Db 151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluProLeuPro 170

Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498

FVELEELEEL R e e et b bbb bbb ey
Db 171 ProProPheProLeuLysGlnValLysvValProIleMetGluAsnHisIleCysAspAla 190

Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558

AR RN A AR RN RN RN RN R RN AR RN RN R NA RN RN
Db 191 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIleIleArgAspAspMetLeu 210

Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618

RN R RN RN N AR AR R AR R RN R A RN RN RN RN RN AR RN
Db 211 CysAlaGlyAsnThrArgArgAspSerCysLysGlyAspSerGlyGlyProLeuvalCys 230

Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678

AR RN RN RN RN NN RN RN RN RN RN AR RN [IRESARERRRRANE]
Db 231 LysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpAspGluGlyCysAlaGln 250

Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738
RN RN RN AN NN A AN RN RRRERNED]
Db 251 ProAsnArgProGlyIleTyrThrArgValThrTyrTyrLeuAspTrpIleHisHisTyr 270

Qy 739 GTCCCCAAAAAGCCG 753
EERRNRY Il

Db 271 valProLysLysPro 275

RESULT 4

MCT6_MOUSE

ID MCT6_MOUSE STANDARD; PRT; 276 AA.

AC P21845; Q61962;

DT 01-MAY-1991 (Rel. 18, Created)

DT 01-AUG-1991 (Rel. 19, Last sequence update)

DT 15-JUN-2002 (Rel. 41, Last annotation update)

DE Mast cell protease 6 precursor (EC 3.4.21.59) (MMCP-6) (Tryptase).
GN MCPT6 .

oS Mus musculus (Mouse).

ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oC Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Mus.
(4 NCBI_TaxID=10090;

RN (1]

RP SEQUENCE FROM N.A.

RX MEDLINE=91139682; PubMed=1995638;

RA Reynolds D.S., Gurley D.S., Austen K.F., Serafin W.E.;

RT "Cloning of the cDNA and gene of mouse mast cell protease-6.

RT Transcription by progenitor mast cells and mast cells of the

RT connective tissue subclass.";

RL J. Biol. Chem. 266:3847-3853(1991).

RN [2]

RP SEQUENCE FROM N.A.

RC STRAIN=Leaden X Al;

RX  MEDLINE=%94023807; PubMed=8210998;

RA Huang R., Abrink M., Gobl A.E., Nilsson G., Aveskogh M., Larsson L.G.,
RA Nilsson K., Hellman L.;

RT "Expression of a mast cell tryptase in the human monocytic cell lines
RT U-937 and Mono Mac 6.";

RL Scand. J. Immunol. 38:359-367(1993).

RN {3]

RP SEQUENCE FROM N.A. (SHORT ISOFORM).

RC STRAIN=Leaden X Al;

RX MEDLINE=95048582; PubMed=7959952;

RA Huang R., Hellman L.T.;

RT "Genes for mast-cell serine protease and their molecular evolution.";
RL Immunogenetics 40:397-414(1994).
RN (4]

RP SEQUENCE OF 32-54.

RX  MEDLINE=90222202; PubMed=2326280;

RA Reynolds D.S., Stevens R.L., Lane W.S., Carr M.H., Austen K.F.,

RA Serafin W.E.;

RT "Different mouse mast cell populations express various combinations
RT of at least six distinct mast cell serine proteases.";

RL Proc. Natl. Acad. Sci. U.S.A. 87:3230-3234(1990).

cc -!- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST

CcC CELLS, AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION

cC RESPONSE OF THIS CELL TYPE.

cc -1- CATALYTIC ACTIVITY: Preferential cleavage: Arg-j-, Lys-|-, but

cc with more restricted specificity than trypsin.

cC -{- ALTERNATIVE PRODUCTS: 2 isoforms; a long form (shown here) and a

ccr short form; are produced by alternative splicing. The short form

CcC is probably a non functional variant.

cC -{~ SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.

L& S it R e i P aa R R R
cc This SWISS-PROT entry is copyright. It is produced through a collaboration
[ele} between the Swiss Institute of Bioinformatics and the EMBL outstation -
cc the European Bioinformatics Institute. There are no restrictions on its
cc use by non-profit institutions as long as its content is in no way
cc modified and this statement is not removed. Usage by and for commercial
cC entities requires a license agreement (See http://www.isb-sib.ch/announce/
CC or send an email to license@isb-sib.ch).

L il e b R i R il
DR EMBL; M57626; AAA39988.1; -.

DR EMBL; M57625; AAA39987.1; -.

DR EMBL; L31853; AAA39725.1; -.

DR EMBL; X78542; CAAS55288.1; -.

DR PIR; A38654; A38654.

DR PIR; D35646; D35646.

DR HSSP; P20231; 1AAO.

DR MEROPS; S01.025; -.

DR MGD; MGI:96942; Mcpt6.

DR InterPro; IPR0O01314; Chymotrypsin.

DR InterPro; IPR0O01254; Ser_protease_Try.

DR pfam; PF00089; trypsin; 1.

DR PRINTS; PR00722; CHYMOTRYPSIN.

DR SMART; SM00020; Tryp_SPc; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; 1.

DR PROSITE; PS00135; TRYPSIN_SER; 1.

KW Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen;

Kw Alternative splicing.

FT SIGNAL 1 21

FT PROPEP 22 31 ACTIVATION PEPTIDE.

FT CHAIN 32 276 MAST CELL PROTEASE 6.

FT ACT_SITE 75 75 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT ACT_SITE 122 122 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT ACT_SITE 225 225 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT DISULFID 60 76 BY SIMILARITY.

FT DISULFID 156 231 BY SIMILARITY.

FT DISULFID 189 212 BY SIMILARITY.

FT DISULFID 221 249 BY SIMILARITY.

FT  CARBOHYD 133 133 N-LINKED (GLCNAC. . .) (POTENTIAL).

FT VARSPLIC 223 230 GDSGGPLV -> PFCIGDDI (IN SHORT ISOFORM).

FT VARSPLIC 231 276 MISSING (IN SHORT ISOFORM).

SQ SEQUENCE 276 AA; 30927 MW; 525B2C9A04A72200 CRC64;

Alignment Scores:

Pred. No.: 8.21e-57 Length: 276

Score: 1092.00 Matches: 192

Percent Similarity: 84.80% Conservative: 20

Best Local Similarity: 76.80% Mismatches: 36

Query Match: 74.90% Indels: 2

DB: 1 Gaps: 1

US-09-598-982-20 (1-771) x MCT6_MOUSE (1-276)

Qy
Db
Qy
Db

oy

4 CCCCTCGAGAAAAGA------ ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCC 57

11 SRRl [ERRRRRARARE [RERRR [RERRRERARRR
25 ProAlaAsnGlnArgvValGlyTlevalGlyGlyHisGluAlaSerGluSerLysTrpPro 44

58 TGGCAGGTGAGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTC 117

ERAN RN RERR RN PR e CLEEE ettt
45 TrpGlnvalSerLeuArgPheLysLeuAsnTyrTrpIleHisPheCysGlyGlySerLeu 64

118 ATCCACCCCCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTG 177
PEETEEEEV PR R R et e TErrrereren NN
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Db 65 IleHisProGlnTrpvValLeuThrAlaAlaHisCysvalGlyProHisIleLysSerPro 84 cc the European Bioinformatics Institute. There are no restrictions on its
cC use by non-profit institutions as long as its content is in no way
Qy 178 GCCGCCCTCAGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCG 237 cC modified and this statement is not removed. Usage by and for commercial
| IRESERERRER RERAEEEARRRRRERE (RRRRRRERERE cc entities requires a license agreement (See http://www.isb-sib.ch/announce/
Db 85 GlnLeuPheArgvalGlnLeuArgGluGlnTyrLeuTyrTyrGlyAspGlnLeuLeuSer 104 cC or send an email to license@isb-sib.ch).
[ o ettt el ittt ittt
Qy 238 GTCAGCAGGATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCC 297 DR EMBL; M24664; AAA30854.1; -.
AR RN sral bt R IERERNE DR PIR; A32410; A32410.
Db 105 LeuAsnArgllevalvalHisProHisTyrTyrThrAlaGluGlyGlyAlaAspvalAla 124 DR HSSP; P20231; 1AAO.
DR MEROPS; S$01.143; -.
Qy 298 Oeoneo0>QOHOO>OO>OOOQQHO>bOQeoenowmoOwOOHOOwO>OQOHO>OOOHOOOO 357 DR InterPro; IPR001314; Chymotrypsin.
ARERREER Il [RRRRN [LERRAR il S DR  InterPro; IPR001254; Ser_protease_Try.
Db 125 rm:rmanCbm:mHc<wano<mw>ws<wwmmﬂesﬂmpmHpmmwmwnoHHmmermcmwo 144 DR pfam; PF00089; trypsin; 1.
DR PRINTS; PR00722; CHYMOTRYPSIN.
Qy 358 CCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTG 417 DR SMART; SM00020; Tryp_SPc; 1.
PEREPERELEER bR PEERLTUERE NIt b e DR  PROSITE; P550240; TRYPSIN_DOM; 1.
Db 145 ProAlaSerGluThrPheProProGlyThrSerCysTrpValThrGlyTrpGlyAspIle 164 DR PROSITE; PS00134; TRYPSIN_HIS; 1.
DR PROSITE; PS00135; TRYPSIN_SER; 1.
Qy 418 GACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATG 477 KW Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen.
[RERARANRERY (AN RN RN R AR RN R AR RN R R AR RN R FT  SIGNAL 1 20 POTENTIAL.
Db 165 AspAsnAspGluProLeuProProProTyrProLeulysGlnvValLysvValProIleval 184 FT PROPEP 21 30 ACTIVATION PEPTIDE (BY SIMILARITY).
FT CHAIN 31 275 TRYPTASE.
Qy 478 GAAAACCACATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGC 537 FT ACT_SITE 74 74 CHARGE RELAY SYSTEM (BY SIMILARITY).
(HRREN] : INERA NERERERE 111 IRERERRREE (N FT ACT_SITE 121 121 CHARGE RELAY SYSTEM (BY SIMILARITY).
Db 185 GluAsnSerLeuCysAspArgLysTyrHisThrGlyLeuTyrThrGlyAspAspPhePro 204 FT ACT_SITE 224 224 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT DISULFID 59 75 BY SIMILARITY.
Qy 538 ATCGTCCGTGACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGAC 597 FT DISULFID 155 230 BY SIMILARITY.
RERAN 11 ARRRRL (NERR AR RN AR NN R RN RN RN RRRE FT DISULFID 188 211 BY SIMILARITY.
Db 205 IlevalHisAspGlyMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAsp 224 FT DISULFID 220 248 BY SIMILARITY.
FT CARBOHYD 132 132 N-LINKED (GLCNAC. . .) (POTENTIAL).
Qy 598 TCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGC 657 SQ SEQUENCE 275 AA; 30088 MW; C3BB869251F248DSB CRC64;
PEEVETErerer ey PEERERORCRer ettt
Db 225 SerGlyGlyProLeuValCysLysValLysGlyThrTrpLeuGlnAlaGlyvalvalSer 244 Alignment Scores:
Pred. No.: 6.13e-56 Length: 275
Qy 658 TGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTAC 717 Score: 1077.00 Matches: 189
[KARARENE thrrntl KRR RN [ANERRREI (ARRRNRN Percent Similarity: 85.71% Conservative: 21
Db 245 TrpGlyGluGlyCysAlaGlnProAsnLysProGlyIleTyrThrArgvalThrTyrTyr 264 Best Local Similarity: 77.14% Mismatches: 35
Query Match: 73.87% Indels: 0
Qy 718 eemowﬂeom>e00v00>oe>emeoonnww> 747 DB: 1 Gaps: 0
ARERRARN | [RER
bb 265 rmcrmuenvmwmm»m>ume<n<mvaoow: 274 US-09-598-982-20 (1-771) x TRYT_CANFA (1-275)
RESULT 5 Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
TRYT_CANFA (RN ARARARAEERARENE! Prbrirtrereerrereeerrirrinnn
ip TRYT_CANFA STANDARD; PRT; 275 AA. Db 31 IlevalGlyGlyArgGluAlaProGlySerLysTrpProTrpGlnValSerLeuArgLeu 50
AC P15944;
DT 01-APR-1990 (Rel. 14, Created) Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138
DT  01-APR-1990 (Rel. 14, Last sequence update) 11 [LERRA Il LCREEEEETEREEE ettty rrnel
DT 16-0CT-2001 (Rel. 40, Last annotation update) Db 51 LysGlyGlnTyrTrpArgHisIleCysGlyGlySerLeulleHisProGlnTrpvalLeu 70
DE Tryptase precursor (EC 3.4.21.59).
0os Canis familiaris (Dog). Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198
oC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; IREEREREN] INRERRRE [EEEE R NERRERRRAR!
ocC Mammalia; Eutheria; Carnivora; Fissipedia; Canidae; Canis. Db 71 ThralaAlaHisCysValGlyProAsnValValCysProGluGluIleArgvalGlnLeu 90
[0):4 NCBI_TaxID=9615;
RN [1] Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
RP  SEQUENCE FROM N.A. [RRENRRRRRRRRRRRRERRRRNANAE! [ERERE RN RN RUEEERRARNE| It
RX MEDLINE=89352460; PubMed=2504277; Db 91 ArgGluGlnHisLeuTyrTyrGlnAspHisLeuLeuProvalAsnArgIlevalMetHis 110

RA vanderslice P., Craik C.S., Nadel J.A., Caughey G.H.;
RT "Molecular cloning of dog mast cell tryptase and a related protease:

Qy 259 00>0>Oeeoe>0>0omon0>n>enmowoooo>0>ennnooeooeoo>moeoo>oowoonm 318
RT structural evidence of a unique mode of serine protease activation." :

|1 (A D [RERNRN IARRERRNE [RENRAEEEARY]

RL Biochemistry 28:4148-4155(1989). Db 111 vno»m:ewnewne:anooHc>m=o~<>wm>mvHHmvwmrmcrmcmwcrmcowc»mvvno 130
cc -!- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST

cc CELLS AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION Qy 319 meowwmmeoeoo»mon70menoynyommaoyonoemooaonemooenwmvmronaeoono 378
cc RESPONSE OF THIS CELL TYPE. 11 (ARARARSEARRARE (AR RN RN RN RN

cC -!- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-, Lys-|-, but Db 131 <m~wm:<wwmmmypmmwm<mHOHsvﬁo<mHe:nrmcmHOwnoywmrmcoHserﬁm:mmno 150
cc with more restricted specificity than trypsin.

cc - SUBUNIT: HOMOTETRAMER. Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
cc !- SUBCELLULAR LOCATION: RELEASED FROM THE SECRETORY GRANULES UPON Il FEEEEETER e ererereret N RN

cc MAST CELL ACTIVATION. Db 151 ThrGlyThrProCysTrpvValThrGlyTrpGlyAspValHisSerGlyThrProLeuPro 170
CcC -1- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.

{6 O el ittt ettt ittt Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498
[elo] This SWISS-PROT entry is copyright. It is produced through a collaboration AERERRRERRERRRRRERE] HRRRRRRAR [ ERARE EEERRRRN

cC between the Swiss Institute of Bioinformatics and the EMBL outstation - Db 171 ProProPheProLeulysGlnValLysValProIlevalGluAsnSerMetCysAspval 190
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Qy 499 >>yewonwoneemmomnoewowoooo>o>nmwnmeoomoweomeOOO&Q>OQ>O§HOO%O 558
ERNRRRNR [NARRRRRR] AR ARNAR AR AR R AR RN RN
Db 191 ownewﬁmHmbmcoH<rmcmmweyﬂowwvmmOHw<mw>nmHpm<mw>nmoH=>mmzmﬁrmc 210
Qy 559 ene0nnOQOwbovoooom>OOnwoeOweQOO>OOOOQ>OHOOOQ?QOOOOOOHOOGOHQO 618
ARARRRR RN AR AR AR R RN AR ARANER
Db 211 o<m>wmoH<ym:mm~r<mmmnwmvwmwowwowsmwwymvmmumwwmw%wworm:<mwo<m 230
Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678
: | 1 AR AR AR ARRARRRRRAR! (RERERRNEAN]
Db 231 ArgValArgGlyvalTrpLeuGlnAlaGlyValValSerTrpGlyGluGlyCysAlaGln 250
Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738
PEVEETRRLCT ey bt [ARARR AN RN R RERERE I
Db 251 ProAsnArgProGlyIleTyrThrArgvValAlaTyrTyrLeuAspTrpIleHisGlnTyr 270
Qy 739 GTCCCCAAAAAGCCG 753
il RN EEEREN]
Db 271 valProLysGluPro 275
RESULT 6
TRYT_MERUN
ID TRYT_MERUN STANDARD; PRT; 270 AA.
AC P50342;
DT 01-0CT-1996 (Rel. 34, Created)
DT 01-0CT-1996 (Rel. 34, Last sequence update)
DT 16-0CT-2001 (Rel. 40, Last annotation update)
DE Mast cell tryptase precursor (EC 3.4.21.59).
oS Meriones unguiculatus (Mongolian jird) (Mongolian gerbil).
ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oc Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Gerbillinae;
oc Meriones.
oX NCBI_TaxID=10047;
RN [1]
RP SEQUENCE FROM N.A.
RC STRAIN=MGS/SEA; TISSUE=Intestine;
RX MEDLINE=95366971; PubMed=7639711;
RA Murakumo Y., Ide H., Itoh H., Tomita M., Kobayashi T.,
RA Maruyama H., Horii Y., Nawa Y.;
RT "Cloning of the cDNA encoding mast cell tryptase of Mongolian gerbil,
RT Meriones unguiculatus, and its preferential expression in the
RT intestinal mucosa.";
RL Biochem. J. 309:921-926(1995).
cc -!- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|{-, Lys-|-, but
cc with more restricted specificity than trypsin.
cc -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.
LSO it e
cc This SWISS-PROT entry is copyright. It is produced through a collaboration
cc between the Swiss Institute of Bioinformatics and the EMBL outstation -
cC the European Bioinformatics Institute. There are no restrictions on its
cc use by non-profit institutions as long as its content is in no way
CC modified and this statement is not removed. Usage by and for commercial
cC entities requires a license agreement (See http://www.isb-sib.ch/announce/
cCc or send an email to license@isb-sib.ch).
el R R L e
DR EMBL; D31789; BAA06598.1; -.
DR HSSP; P20231; 1AAO.
DR MEROPS; S01.143; -.
DR InterPro; IPR001314; Chymotrypsin.
DR InterPro; IPR001254; Ser_protease_Try.
DR pfam; PF00089; trypsin; 1.
DR PRINTS; PR00722; CHYMOTRYPSIN.
DR SMART; SM00020; Tryp_SPc; 1.
DR PROSITE; PS50240; TRYPSIN_DOM; 1.
DR PROSITE; PS00134; TRYPSIN_HIS; 1.
DR PROSITE; PS00135; TRYPSIN_SER; 1.
KW Hydrolase; Serine protease; Signal; Glycoprotein.
FT SIGNAL 1 25 POTENTIAL.
FT CHAIN 26 270 MAST CELL TRYPTASE.
FT ACT_SITE 69 69 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 116 116 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 219 219 CHARGE RELAY SYSTEM (BY SIMILARITY).

us-09-598-982-20.n2p.rsp

FT DISULFID 54 70 BY SIMILARITY.

FT DISULFID 150 225 BY SIMILARITY.

FT DISULFID 183 206 BY SIMILARITY.

FT DISULFID 215 243 BY SIMILARITY.

FT CARBOHYD 46 46 N-LINKED (GLCNAC. . .) (POTENTIAL).
FT CARBOHYD 127 127 N-LINKED (GLCNAC. . .) (POTENTIAL).
FT  CARBOHYD 228 228 N-LINKED (GLCNAC. .) (POTENTIAL).
SQ SEQUENCE 270 aA; 30166 MW; 1BE102DB86943401 CRC64;

Alignment Scores:

Pred. No.: 8.02e-56 Length: 270

Score: 1075.00 Matches: 188

Percent Similarity: 84.77% Conservative: 18

Best Local Similarity: 77.37% Mismatches: 37

Query Match: 73.73% Indels: (]

DB: 1 Gaps: 0

US-09-598-982-20 (1-771) x TRYT_MERUN (1-270)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC
Db 26 ThevaldlyGlyGinGlunlabroclyAsalySTrpProTrpsinval Serleurtgala
Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG
Db 46 AnGLUThrDyITrpArgHiSPReCySCIyGlySetLaVTeh SProtiatipVal ey
Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG
Do 66 THIALAALAHLSCYSVALGlyProTheTlealaAbpProrsnLySVALAFGVALCI ALY
Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC
Db 86 ArgLysGlaTyrleUlyriybiishbpristestatalaval SetargTleT) erhrkis
Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG
Db ' 106 ProThrPhaTyrALaThrGlnnsnélyAlandpTl el aleuteutl itantyasnpro
Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC
Db 126 ValasniloserSeriiisvaliisproval serLeuptopronlasertluThiPhepro
Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
Db 146 wmhmbbe:nrmc%%meH%G%%%ﬁhmhweuvo~<>m:H~m>mv%%hwhw<mwmmwwwhwhw
Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA
Db 166 wu0vn%wmwwwwwmcb<MOH:0%hows<mwwﬂo<mw<mHmwcwwhowsrm:n<m>wwrmc
Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG
Db 186 LysTyrilatysGlyvallyrThiGlyaspasniionistevalArgAspatpHatLen
Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
[ARENARRRARE PEVTURLETR TR eyt ey e eyt en
Db 206 CysAlaGlyAsnGluGlyHisAspSerCysGlnGlyAspSerGlyGlyProLeuvValCys
Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG
FECEEEERCE Rttt [ERERARERERARAR
Db 226 LysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGluGlyCysAlaLeu
Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT
LECEEEERCEEr e e bbb eh e e et e e et 11
Db 246 ProAsnArgProGlylleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisArgTyr
oy 739 GTCCCCAAA 747
Db 266 valPrelyd 268
RESULT 7
MCT7_MOUSE

Page 7

78

45

258
105
318
125
378
145
438
165
498
185
558
205
618
225
678
245
738

265



iDp
AC
DT
DT

DE
GN
os
oc
ocC
OoX
RN
RP
RC
RX
RA
RA
RT
RT
RL
RN
RP
RC
RX
RA
RA
RT
RT
RL
cc

cc
cc
cc
cc
cC
cc
cc
CcC
cc
cc

cC
cC
cc

cc
cc
CcC
cc
cc
cc
cc
DR
DR
DR
DR
DR
DR
DR
DR
DR
DR
DR
DR
DR
DR
DR
DR
KW
KW
FT
FT

Fri Jan 31 15:47:09 2003

MCT7_MOUSE STANDARD; PRT; 273 AA.
Q02844;
01-JUL-1993 (Rel. 26, Created)

01-JUL-1993 (Rel. 26, Last sequence update)

15-JUN-2002 (Rel. 41, Last annotation update)

Mast cell protease 7 precursor (EC 3.4.21.59)

MCPT7.

Mus musculus (Mouse).

Eukaryota; Metazoa; Chordata;

Mammalia; Eutheria; Rodentia;

NCBI_TaxID=10090;

(1]

SEQUENCE FROM N.A.

STRAIN=DBA/2;

MEDLINE=93087489;

McNeil H.P., Reynolds o.m.\ Schiller v.,

Austen K.F., Stevens R.L.

"Isolation, nvmﬁmnﬁmnpnmﬂwo:\ and ﬁwmnmonwunyoz of the gene encoding

mouse mast cell protease 7.";

Proc. Natl. Acad. Sci. U.S.A.

[2)

SEQUENCE FROM N.A.

STRAIN=C57BL/6J;

MEDLINE=96162035;

Hunt J.E.

Ghildyal z

"Natural apmncvﬁpo: of the mouse mast omww protease 7 gene in the

C57BL/6 mouse.”

J. Biol. Chem. mqpnmmmp.ummmﬁwoomv.

-1- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST
CELLS, AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION
RESPONSE OF THIS CELL TYPE.

-1- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-,
with more restricted specificity than trypsin.

-1- ALTERNATIVE PRODUCTS: 2 isoforms; a long form (shown here) and a
truncated form; are produced by alternative splicing. The
alternative splicing event is due to a G to A point mutation at
the exon 2/intron 2 splice site and causes loss of protein
expression. The alternatively spliced transcript is only found in
C57BL/6 mouse.

-1- DEVELOPMENTAL STAGE: IS NOT EXPRESSED IN MATURE SEROSAL OR
MUCOSAL MAST CELLS AND IS EXPRESSED ONLY TRANSIENTLY AT AN EARLY
STAGE OF IN VITRO MAST CELL DIFFERENTIATION.

-1- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.
This SWISS-PROT entry is copyright. It is produced through a collaboration
between the Swiss Institute of Bioinformatics and the EMBL outstation -
the European Bioinformatics Institute. There are no restrictions on its
use by non-profit institutions as long as its content 1is in no way
modified and this statement is not removed. Usage by and for commercial
entities requires a license agreement (See http://www.isb-sib.ch/announce/
or send an email to license@isb-sib.ch).

(MMCP-7) (Tryptase).

Craniata; Vertebrata; Euteleostomi;
Sciurognathi; Muridae; Murinae; Mus.

PubMed=1454796;

Ghildyal N., Gurley D.S.,

89:11174-11178(1992).

(TRUNCATED ISOFORM).

PubMed=8576265;

mﬁm<m=m R.L., Austen K.F., zhang J., Xia Z.,

Lys-|-, but

EMBL; L00654; AAA39993.1; -.
EMBL; L00653; AAA39992.1; -.
EMBL; U42405; AAA97874.1; -.
EMBL; U42406; AAA97875.1; -.

PIR; A47246; A47246.

HSSP; P20231; 1AAO.

MEROPS; $01.026; -.

MGD; MGI:96943; Mcpt7.

IPR001314; Chymotrypsin.
IPR001254; Ser_protease_Try.
trypsin; 1.
CHYMOTRYPSIN.

InterPro:
pfam; PF00089;
PRINTS; PR00722;
SMART; SM00020; Tryp_SPc; 1.

PROSITE; PS50240;
PROSITE; PS00134;
PROSITE; PS00135;

TRYPSIN_DOM; 1.
TRYPSIN_HIS; 1.
TRYPSIN_SER; 1.

Hydrolase; Serine protease; Signal; 2ymogen; Alternative splicing;
Glycoprotein. ’
SIGNAL 1 i8 POTENTIAL.

PROPEP 19 28 ACTIVATION PEPTIDE (POTENTIAL).

us-09-598-982-20.n2p.rsp

FT CHAIN 29 273 MAST CELL PROTEASE 7.

FT ACT_SITE 72 72 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 119 119 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 222 222 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT DISULFID 57 73 BY SIMILARITY.

FT DISULFID 153 228 BY SIMILARITY.

FT DISULFID 186 209 BY SIMILARITY.

FT DISULFID 218 246 BY SIMILARITY.

T CARBOHYD 49 49 N-LINKED (GLCNAC. . .) (POTENTIAL).
FT CARBOHYD 130 130 N-LINKED (GLCNAC. . .) (POTENTIAL).
FT VARSPLIC 44 46 VSL -> GCC (IN TRUNCATED ISOFORM) .
FT VARSPLIC 47 273 MISSING (IN TRUNCATED ISOFORM).

SQ SEQUENCE 273 AA; 30337 MW; 50ECB4765294205E CRC64;

Alignment Scores:

Pred. No.: 8.95e-55 Length: 273

Score: 1057.00 Matches: 189

Percent Similarity: 82.07% Conservative: 17

Best Local Similarity: 75.30% Mismatches: 43

Query Match: 72.50% Indels: 2

DB: 1 Gaps: 1

US-09-598-982-20 (1-771) x MCT7_MOUSE (1-273)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
oy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

1
21
55
41
115

61
175

81
235
101
295
121
355
141
415

241

715

GGGCCCCTCGAGAAAAGA-----~- ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGG
[RRERR [N IRRARARR RN RN RRNN R NN
GlyProAlaMetThrArgGluGlyIlevalGlyGlyGlnGluAlaHisGlyAsnLysTrp

OOO@QOO}OQHO?OOOHOW@wm%OO>OOQODO>H>OHQO>HOOwOHHOHOOOQOOOOHOO

[RRERRRARARENRRRRARAR! Dl (ARERRRAR RN RN AN RN
nnoanUoH:<mHmmnrmcwnm>pw>m=>mbarﬂaxﬂenvzmﬂ:»mm:mo<m0H<o~<mmn

CTCATCCACCCCCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGAT
[RRRRR AR RN R AR RN RNy AR ANARREARRRRE 1
LeulleHisProGlnTrpvalLeuThrAlaAlaHisCysValGlyProAspvalAlaAsp

DemonooOnoenwoOOHOO?>OHOOOO®>OO>QO>ODHOH>OAPOO>QO§OO>QOHOOHO

[ANARERE! (AR b
vﬁovm:r%m<mHwnm<mpmpsbmcwﬁor<mmw:e<ﬂrmce<ﬁe<nmvm>mvmwmrmczmﬁ

CCGGTCAGCAGGATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATC

: (NRRAR [ERRRR R [EARARERAREA
ThrvalSerGlnIleIleThrHisProAspPheTyrIlevalGlnAspGlyAlaAsplle

GCCCTGCTCGAGCTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTG

[IRERRSARE ! RAR RRSANANE! 1] I
AlaLeuLeuLysLeuThrAsnProvalAsnIleSerAspTyrValHisProvalProLeu

CCCCCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGAT

[ARERRRNRAR RN RN RANR AN I} ERARARAER RN NN RN
ProProAlaSerGluThrPheProSerGlyThrLeuCysTrpValThrGlyTrpGlyAsn

GTGGACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATA

RN RERRN VIR RTEL R ssa b ees LR IELHY
IleAspAsnGlyValAsnLeuProProProPheProLeuLysGluvalGlnvalProlle

ATGGAAAACCACATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTC

PEETEIEL (EER N
IleGluAsnHisLeuCysAspLeuLysTyrHisLysGlyLeuIleThrGlyAspAsnVal

CGCATCGTCCGTGACGACATGCTGTGTGCCGGGARCACCCGGAGGGACTCATGCCAGGGE

IRRRAEAR AR AR RR RN RN RRERRRRREN IEERANENI
HisIlevValArgAspAspMetLeuCysAlaGlyAsnGluGlyHisAspSerCysGlnGly

GACTCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTC

AR AR AR RN R AR RN RARY] (ARRRENERARA AN NN
AspSerGlyGlyProLeuvalCysLysValGluAspThrTrpLeuGlnAlaGlyvalval

AGCTGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTAC

RN RN RN RN RN R RN RN NN RN NN RRE RN RN
SerTrpGlyGluGlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvalThrTyr

TACTTGGACTGGATCCACCACTATGTCCCCAAA 747

Page

54
40
114
60
174
80
234
100
294
120
354

140

160
474
180
534
200
594
220
654
240
714
260



” 2

Fri Jan 31 15:47:09 2003 us-09-598-982-20.n2p.rsp Page 9

[ARRARRN] NREARRN! 1l FT  CARBOHYD 131 131 N-LINKED (GLCNAC. . .) (POTENTIAL).

Db 261 TyrLeuAspTrpIleHisHisTyrvValProLys 271 FT CONFLICT 128 128 I -> N (IN REF. 2).
FT CONFLICT 139 139 ) I ->T (IN REF. 2).

RESULT 8 SQ SEQUENCE 274 AA; 30508 MW; DFB84D55668CA1A25 CRC64;
MCT6_RAT
ip MCT6_RAT STANDARD; PRT; 274 AA. Alignment Scores:
AC P50343; P97593; Pred. No.: 1.17e-54 Length: 274
DT 01-0CT-1996 (Rel. 34, Created) Score: 1055.00 Matches: 187
DT 01-0CT-1996 (Rel. 34, Last sequence update) Percent Similarity: 84.06% Conservative: 24
DT 16-0CT-2001 (Rel. 40, Last annotation update) Best Local Similarity: 74.50% Mismatches: 38
DE Mast cell protease 6 precursor (EC 3.4.21.59) (RMCP-6) (Tryptase). Query Match: 72.36% Indels: 2
GN MCPT6 OR MCP6. DB: 1 Gaps: 1
0S Rattus norvegicus (Rat).
ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; US-09-598-982-20 (1-771) x MCT6_RAT (1-274)
ocC Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Rattus.
OX NCBI_TaxID=10116; Qy 4 vqooeoonmooeo»nn»omoonoo»ooboo»>oao®ono 57
RN [1] il PEVLEL: i | (ERRNRN
RP SEQUENCE FROM N.A. Db 23 vno<mwr<m0p:>n@<mwmH<H~m<mHnw<oH<>HmoHcvpmmono~cmmhr<meﬂvvno 42
RC TISSUE=Peritoneal mast cells;
RX MEDLINE=96015171; PubMed=8537314; Qy 58 emon>nmeowonoembnbmeoovnooooo>e>nemo>enn>neeoemomnommoeoooeﬁ 117
RA  Ide H., Itoh H., Tomita M., Murakumo Y., Kobayashi T., [AERNARARE [ERERARARARRRANRRRRY
RA Maruyama H., Osada Y., Nawa Y.; Db 43 en@0~s<mwmmnrm:whom:mr<mm:mmmHv:manmzmﬁxwmv:momwmw<oH<merm= 62
RT "cDNA sequencing and expression of rat mast cell tryptase."”;
RL J. Biochem. 118:210-215(1995). Qy 118 veno>00000vmqmoneooﬂm>OOOOOQOooOQHQOQHOmo>onon>00eo>>oowene0 177
RN [2] SRR R RN AR AR RN RN FEETTE
RP SEQUENCE FROM N.A. Db 63 HHmmwmvﬁomwzenv<mwrm:arﬂ>wmwwmmpmn<m<mw0p%rmcmwwHHmrmmmmnmao 82
RC . STRAIN=Sprague-Dawley; TISSUE=Peritoneal mast cells;
RX MEDLINE=97149430; PubMed=8996238; Qy 178 GCCGCCCTCAGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCG 237
RA Lutzelschwab C., Pejler G., Aveskogh M., Hellman L. AR RN RN RN AR R RN RN RNY] (N [NRAN
RT "Secretory mnmscwm vaﬁmmmmm in rat awmﬁ cells. OHOzpsm of 10 Db 83 GluLeuPheArgValGlnLeuArgGluGlnTyrLeuTyrTyrAlaAspGlnLeuLeuThr 102
RT different serine proteases and a carboxypeptidase A from various rat
RT mast cell populations.”; Qy 238 nen>00>00>eoweooemn>Onn>0>meene>n>nooOOO>O>HOQO>®0®Q»O>HOQOO 297
RL J. Exp. Med. Hmmupw'mwawwoqv. [REEERERN! (NEREREN] IR NN [l
cc -!- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST Db 103 <mwwm3>H@evﬂ<mH<mH:vaHomwmamhe<Hezﬂ<mwmwc>m@®~<»wmwmvHHm»Hm 122
cC CELLS, AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION
CcC RESPONSE OF THIS CELL TYPE. Qy 298 Oeooemo>oo&oO>OQ>OOOOQHO>?OOHDenO>QOO>0meoowOboomeovnnoemOOO 357
cc -!- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-, Lys-|-, but REEERRRRRERRRR! AERRR! IRERRRE BN : RN
cc with more restricted specificity than trypsin. Db 123 rm:rmcowcrm:mHCuHmvno<mw»m:<mHmmﬂevnmmeHmmwmmHoHHmmmnrm:mﬂo 142
CcC -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.
[ i e R Qy 358 CCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTG 417
[ole} This SWISS-PROT entry is copyright. It is produced through a collaboration NERRERRRRERRRRRERARE 11 IRERRERRRRARRRRE AR
cC between the Swiss Institute of Bioinformatics and the EMBL outstation - Db 143 ProAlaSerGluThrPheProSerGlyThrSerCysTrpValThrGlyTrpGlyAspIle 162
cC the European Bioinformatics Institute. There are no restrictions on its
cc use by non-profit institutions as long as its content is in no way Qy 418 GACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATG 477
cc modified and this statement is not removed. Usage by and for commercial e bbb 111 AT e LRV e pyee:
cc entities requires a license agreement (See http://www.isb-sib.ch/announce/ Db 163 AspSerAspGluProLeuLeuProProTyrProLeulLysGlnValLysValProlleval 182
cc or send an email to license@isb-sib.ch).
[ e e L R Qy 478 GAAAACCACATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGC 537
DR EMBL; D38455; BAA07486.1; -. LEEETI H (RN [ARARARAR! 11 [RERARERERA
DR EMBL; U67909; AAB48262.1; -. Db 183 GluAsnSerLeuCysAspArgLysTyrHisThrGlyLeuTyrThrGlyAspAspValPro 202
DR HSSP; P20231; 1AAO.
DR MEROPS; S01.025; -. Qy 538 ATCGTCCGTGACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGAC 597
DR InterPro; IPR001314; Chymotrypsin. [IERRAEEERNE! ULRRRARARRRERRRRRRRNRRRE [AERRARRNRARNRRAN]
DR InterPro; IPR001254; Ser_protease_Try. Db 203 IlevalGlnAspGlyMetLeuCysAlaGlyAsnThrArgSerAspSerCysGlnGlyAsp 222
DR pfam; PF00089; trypsin; 1.
DR PRINTS; PR00722; CHYMOTRYPSIN. Qy 598 TCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGC 657
DR SMART; SM00020; Tryp_SPc; 1. [EERE RN RN NN NR RN RY AR RN RN RN AN RN
DR PROSITE; PS50240; TRYPSIN_DOM; 1. Db 223 serGlyGlyProLeuvalCysLysValLysGlyThrTrpLeuGlnAlaGlyValvalSer 242
DR PROSITE; PS00134; TRYPSIN_HIS; 1.
DR PROSITE; PS00135; TRYPSIN_SER; 1. Qy 658 TGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTAC 717
KW Hydrolase; Serine protease; Glycoprotein; Multigene family; RN RN AN R RR N R EEE] PEEYEREer e ety et
KW  Signal. Db 243 TrpGlyGluGlyCysAlaGluAlaAsnArgProGlyIleTyrThrArgvValThrTyrTyr 262
FT SIGNAL 1 19 POTENTIAL.
FT PROPEP 20 29 ACTIVATION PEPTIDE. Qy 718 TTGGACTGGATCCACCACTATGTCCCCAAAAAG 750
FT CHAIN 30 274 MAST CELL PROTEASE 6. FETLLLTELIT | [1HIH) [
FT ACT_SITE 73 73 CHARGE RELAY SYSTEM (BY SIMILARITY). Db 263 LeuAspTrplleHisArgTyrvalProGlnArg 273
FT ACT_SITE 120 120 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 223 223 CHARGE RELAY SYSTEM (BY SIMILARITY). RESULT 9
FT DISULFID 58 74 BY SIMILARITY. MCT7_RAT
FT DISULFID 154 229 BY SIMILARITY. ID MCT7_RAT STANDARD; PRT; 273 AA.
FT DISULFID 187 210 BY SIMILARITY. ac P27435; P27436;
FT DISULFID 219 247 BY SIMILARITY. DT 01-AUG-1992 (Rel. 23, Created)
FT CARBOHYD 104 104 N-LINKED (GLCNAC. . .) (POTENTIAL). DT 01-NOV-1997 (Rel. 35, Last sequence update)
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16-0CT-2001 (Rel. 40, Last annotation update)

Mast cell protease 7 precursor (EC 3.4.21.59)

skin).

MCPT7 OR MCP7.

Rattus norvegicus (Rat).

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;

Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Rattus.

NCBI_TaxID=10116;

[1]

SEQUENCE FROM N.A.

STRAIN=Sprague-Dawley;

MEDLINE=97149430; PubMed=8996238;

Lutzelschwab C., Pejler G., Aveskogh M., Hellman L.;

"Secretory granule proteases in rat mast cells. Cloning of 10

different serine proteases and a carboxypeptidase A from various rat

mast cell populations.”;

J. Exp. Med. 185:13-29(1997).

(2]

SEQUENCE OF 28-53.

STRAIN=Sprague-Dawley; TISSUE=Skin;

MEDLINE=91242400; PubMed=2036367;

Braganza V.J., Simmons W.H.;

"rryptase from rat skin: purification and properties."

mwoo:mawmnﬁw 30:4997-5007(1991).

(3]

SEQUENCE OF mw-mp.

TISSUE=Breast carcinoma;

MEDLINE=92231826; PubMed=1314562;

Eto I., Grubbs C.J.;

"Separation, purification and N-terminal sequence analysis of a novel

leupeptin-sensitive serine endopeptidase present in chemically

induced rat mammary tumour.";

Biochem. J. 283:209-216(1992).

-1- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST
CELLS, AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION
RESPONSE OF THIS CELL TYPE.

-1- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-,
with more restricted specificity than trypsin.

-1- SUBUNIT: HOMOTETRAMER.

-!- SUBCELLULAR LOCATION: RELEASED FROM THE SECRETORY GRANULES UPON
MAST CELL ACTIVATION.

!- TISSUE SPECIFICITY: MAST CELLS.

-!- PTM: GLYCOSYLATED (PROBABLE).

!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.

This SWISS-PROT entry is copyright. it is produced through a collaboration
between the Swiss Institute of Bioinformatics and the EMBL outstation -
the European Bioinformatics Institute. There are no restrictions on its
use by non-profit institutions as long as its content is in no way
modified and this statement is not removed. Usage by and for commercial
entities requires a license agreement (See http://www.isb-sib.ch/announce/
or send an email to license@isb-sib.ch).

EMBL; U67910; AAB48263.1; -.

(RMCP-7) (Tryptase,

Lys-}{-, but

PIR; A23698; A23698.
PIR; S21275; §21275.
HSSP; P20231; 1AAO.

MEROPS; S01.026; -.

MEROPS; S01.143; -.

InterPro; IPR001314; Chymotrypsin.
InterPro; IPR0O01254; Ser_protease_Try.
pfam; PF00089; trypsin; 1.

PRINTS; PR00722; CHYMOTRYPSIN.

SMART; SM00020; Tryp_SPc; 1.

PROSITE; PS50240; TRYPSIN_DOM; 1.
PROSITE; PS00134; TRYPSIN_HIS; 1.
PROSITE; PS00135; TRYPSIN_SER; 1.
:wQHonmm_ Serine protease; Glycoprotein;
Multigene family.

Zymogen; Signal;

SIGNAL 1 18 POTENTIAL.

PROPEP 19 28 ACTIVATION PEPTIDE.

CHAIN 29 273 MAST CELL PROTEASE 7.

ACT_SITE 72 72 CHARGE RELAY SYSTEM (BY SIMILARITY).

us-09-598-982-20.n2p.rsp

FT ACT_SITE 119 119 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 222 222 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT DISULFID 57 73 BY SIMILARITY.

FT DISULFID 153 228 BY SIMILARITY.

FT DISULFID 186 209 BY SIMILARITY.

FT DISULFID 218 246 BY SIMILARITY.

FT CARBOHYD 49 49 N-LINKED (GLCNAC. . .) (PROBABLE).
FT CONFLICT 42 42 W -> V (IN REF. 3).

FT CONFLICT 49 51 NDT -> WLP (IN REF. 3).

SQ SEQUENCE 273 AA; 30400 MW; 65A5ED4D279FB284 CRC64;

Alignment Scores:

Pred. No.: 9.98e-54 Length: 273

Score: 1039.00 Matches: 188

Percent Similarity: 84.27% Conservative: 21

Best Local Similarity: 75.81% Mismatches: 38

Query Match: 71.26% Indels: 1

DB: 1 Gaps: 0

US-09-598-982-20 (1-771) x MCT7_RAT (1-273)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

6
25
66
44
126

64
i86

84
246
104
306

124

144
426

164

184
546
204
606
224
666
244
726

264

ooeomwo>>w>o»>eomeooooooeo»omwmonnoooyomwoay»oemnnooemmowooe
[ARANRREE [RERARAER [ARERRERA [ARARARAR!
ProArgGlu- owwHHm<mHmH<oH<oH:op:wwmmmnnwwym:rmmenvvnoeavoH:<m

Q>onoeo>mwoeﬂn>nmOOOO>eboemO>e00>0eHoemommmmmoeoooeo&aoo»ono

[ARANRARRNR : TEEVEETEE e e e e e ety e et bty
Hmmﬁbmcvmo<wwwm:>wverﬁewﬂehmzmn:wmvvm0<mmH<0H<mmnrm;HHmmwwmn

CCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCT

BRI AR RN [ARARRENRAR : [N I
oGlnTrpvValLeuThrAlaAlaHisCysvValGlyProAsnLysAlaAspProAsnLysLe

CAGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAG

FEPCRErEreree bbbl FEELELYL I [ARERN RERRREN
uArgvValGlnLeuArgLysGlnTyrLeuTyrTyrHisAspHisLeuLeuThrvalSerGl

GATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGA

RN [RRNER [ENRR [NRRRA RN RR RN R AR NN R
nIleIleSerHisProAspPheTyrIleAlaGlnAspGlyAlaAsplleAlaLeuLeuLy

OOeﬂObOQbQOOQQeo>>00eoeOO>®OO>OOeOO>O>OQOHO>OOO%OOOOOOHQOO&O

: SHEPERLE g [RENAREEEE
mbm:e:H>m:mHo<mH>m:HHme:HmmH>mz<mH:Hmesn<mpmmﬁrm:mhomnoywmmm

>Obm>0OHHOOOOOOQOOO>HQOOOHOOHOmoen>nHOOOGOOOOOO>GOHOO>O>>GO>

[EERNRRNRRERE! I H [VTEEV YRRy :
HoHce:Hw:mMHOmmnmp%&:Hrm:nwmenv<mHerﬂnwwemcmwwvwsme>m:wm:>m

TGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCA

[ AR A AR RRERN] RN RSN RARN|
pvalSerLeuProProProPheProLeuGluGluvalGlnvalProIlevalGluAsnAr

OweeHoeOwnQO>>>>H>OO>OOaHOOOOOOH>O>ﬂonﬂy0?00wom60000>e006000

IEEANNNEN [ARERERRN |1t LRETEE et [NRRRRAR
obmcowmvmvrm5b<m9<ﬁmHmﬁ%mowwroc»m:evnowwymwwms<mHIMMHHm<mH>H

TGACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGG

IERRRRRERN: [EEEERERN AN | [AERNNAE [RERENRRN!
gAspAspMetLeuCysAlaGlyAsnGluGlyHisAspSerCysGlnGlyAspSerGlyGl

GCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGA

(U RN RA RNy PEEEEEEr et bend
yProLeuvalCysLysValGluAspThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGl

GGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTG

PLETEETEEEEN e b ey r e e e r e b e e e bbb e bt e e
uGlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTr

GATCCACCACTATGTCCCCAAA 747
[N (AR RARARERE
pIleTyrArgTyrValProLys 271

Page
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425
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665
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725
264
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RESULT 10 .
TRYT_SHEEP US-09-598-982-20 (1-771) x TRYT_SHEEP (1-273)
1D TRYT_SHEEP STANDARD; PRT; 273 AA.
AC Q9XSM2; Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
DT 16-0CT-2001 (Rel. 40, Created) (IAEEE sl TEELELEL EREEEA RN AN AR AR AR
DT 16-0CT-2001 (Rel. 40, Last sequence update) Db 29 IleIleGlyGlyLysGluAlaProGlySerArgTrpProTrpGlnvalSerLeuArgval 48
DT 15-JUN-2002 (Rel. 41, Last annotation update)
DE Tryptase 2 precursor (EC 3.4.21.59). Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138
0s Ovis aries (Sheep). [RARRR (RA PEREPET TR et e b bt
oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; bb 49 ArgAspGlnTyrTrpArgHisGlnCysGlyGlySerLeulleHisProGlnTrpvalLeu 68
oc Mammalia; Eutheria; Cetartiodactyla; Ruminantia; Pecora; Bovoidea;
oC Bovidae; Caprinae; Ovis. Qy 139 >Onmooonomooenom6000»0000>0060>bombe0aomoooonneowoomeonv>oeo 198
(4 NCBI_TaxID=9940; [IRRERERR [RERESEERRNN! il [ERARRE
RN {11] Db 69 e:ﬂ>wm>~m=~mo<mHHmoH<MHooH5bm:mH=mH:wHOmmemvm:m>Hm<mHopabmc 88
RP SEQUENCE FROM N.A.
RC TISSUE=Abomasum; Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
RX MEDLINE=20308142; PubMed=10848900; PERLEERERE et AR RN RN NN RN
RA Pemberton A.D., McAleese S.M., Huntley J.F., Collie D.D.S., Db 89 ArgGluGlnHisLeuTyrTyrGlnAspArgLeuLeuProlleSerArgvalIleProHis 108
RA Scudamore C.L., McEuen A.R., Walls A.F., Miller H.R.P.;
RT "CDNA sequence of two sheep mast cell tryptases and the differential Qy 259 00>0>maeoewn>onoonn>mvao0Q>QoQQwn>eoQOOOHQOHOQ>OOHOQ>QG>QOOQ 318
RT expression of tryptase and sheep mast cell proteinase-1 in lung, 111 RN . [RERRERRRR AR R A R RN R R RN RAR
RT dermis and gastrointestinal tract."; Db 109 mHomHme<Hawnzmﬂ<mHochm:owmwwm>mvu~m>wmrmcbm:mwsrm:mwcowsmno 128
RL Clin. Exp. Allergy 30:818-832(2000).
CcC -!- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378
cc CELLS AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION il EEARN FELEL] TELEPETE R e e e e b el
cC RESPONSE OF THIS CELL TYPE. Db 129 ValSerIleSerArgHisvValGlnProvalThrLeuProProAlaSerGluThrPhePro 148
cc -!- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-, Lys-|-, but
cc with more restricted specificity than trypsin. Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
cc -!- SUBUNIT: HOMOTETRAMER (By similarity). (LRl FERLEEEERER R eyt el [ARNRR
cc -!- SUBCELLULAR LOCATION: RELEASED FROM THE SECRETORY GRANULES UPON Db 149 ProGluSerGlnCysTrpValThrGlyTrpGlyAspValAspAsnGlyArgProLeuPro 168
cc MAST CELL ACTIVATION.
cc -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY. Qy 439 Oooooweaenoaoem»»mowooem?bomeoooo>a>>eomb>>>00bo>eeemem>omn> 498
| il e b b e e R R R L LR R R FEVRE es e PR e e e it ee s b bt Dl M
cc This SWISS-PROT entry is copyright. It is produced through a collaboration Db 169 vnomnoe<HwH0bmcr<mm~:<mwh<w<mwwonHm<mHmH=>w:mmn<mHo<m>mveﬂv 188
cc between the Swiss Institute of Bioinformatics and the EMBL outstation -
cc the European Bioinformatics Institute. There are no restrictions on its Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558
cC use by non-profit institutions as long as its content is in no way RERRR RN bl 11 tl : | P14
cc modified and this statement is not removed. Usage by and for commercial Db 189 r<mewﬂmwmmmﬂoerm:mmﬂa:ﬂvmvemnmmn<wwvHoHHm<mHow=oH:wmv>m=ch 208
cc entities requires a license agreement (See http://www.isb-sib.ch/announce/
cc or send an email to license@isb-sib.ch). Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
| ik e b bbb R EARRRRN R EEE RN RN RN AR A RN RN R RN AR RN
DR EMBL; Y18224; CAB41989.1; -. Db 209 CysAlaGlyAspGlyGlyArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys 228
DR HSSP; P20231; 1AAO.
DR MEROPS; S01.143; -. Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678
DR InterPro; IPR001314; Chymotrypsin. | (EERERNN [AERRRRAN! ILRRBARAN Pitzeslid [AREE
DR InterPro; IPR001254; Ser_protease_Try. Db 229 LysValAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyAspGlyCysAlaLys 248
DR Pfam; PF00089; trypsin; 1.
DR PRINTS; PR00722; CHYMOTRYPSIN. Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738
DR SMART; SM00020; Tryp_SPc; 1. [ARRRRRR RN RN AR RN AN NN ! LARRRRRANRERRN I
DR PROSITE; PS50240; TRYPSIN_DOM; 1. Db 249 ProAsnArgProGlyIleTyrThrArgIleThrSerTyrLeuAspTrpIleHisGlnTyr 268
DR PROSITE; PS00134; TRYPSIN_HIS; 1.
DR PROSITE; PS00135; TRYPSIN_SER; 1. Qy 739 GTCCCCAAAAAGCCG 753
KW Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen. |
FT SIGNAL 1 18 POTENTIAL. Db 269 valProGlnGluPro 273
FT PROPEP 19 28 ACTIVATION PEPTIDE (BY SIMILARITY).
FT CHAIN 29 273 TRYPTASE 2. RESULT 11
FT ACT_SITE 72 72 CHARGE RELAY SYSTEM (BY SIMILARITY). TRYT_PIG
FT ACT_SITE 119 119 CHARGE RELAY SYSTEM (BY SIMILARITY). D TRYT_PIG STANDARD; PRT; 275 AA.
FT ACT_SITE 222 222 CHARGE RELAY SYSTEM (BY SIMILARITY). AC Q9N2D1;
FT DISULFID 57 73 BY SIMILARITY. DT 16-0CT-2001 (Rel. 40, Created)
FT DISULFID 153 228 BY SIMILARITY. DT 16-0CT-2001 (Rel. 40, Last sequence update)
FT DISULFID 186 209 BY SIMILARITY. DT 15-JUN-2002 (Rel. 41, Last annotation update)
FT DISULFID 218 246 BY SIMILARITY. DE Tryptase precursor (EC 3.4.21.59).
FT CARBOHYD 231 231 N-LINKED (GLCNAC. . .) (POTENTIAL). GN MCT7.
SQ SEQUENCE 273 AA; 30288 MW; DE9BA7921BC3E67D CRC64; 0S8 Sus scrofa (Pig).

ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
Alignment Scores: [ele} Mammalia; Eutheria; Cetartiodactyla; Suina; Suidae; Sus.
Pred. No.: 3.33e-53 Length: 273 [0):4 NCBI_TaxID=9823;
Score: 1030.00 Matches: 179 RN [1]
Percent Similarity: 84.08% Conservative: 27 ' RP SEQUENCE FROM N.A.
Best Local Similarity: 73.06% Mismatches: 39 RC TISSUE=Lung;
Query Match: 70.64% Indels: 0 RX MEDLINE=20285343; PubMed=10824103;

DB: 1 Gaps: 0 RA  Chen Y., Shiota M., Ohuchi M., Towatari T., Tashiro J., Murakami M.,



Fri Jan 31 15:47:09 2003 us-09-598-982-20.n2p.rsp Page 12

RA Yano M., Yang B., Kido H.;

RT "Mast cell tryptase from pig lungs triggers infection by pneumotropic - Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318
RT Sendai and influenza A viruses. Purification and characterization."; 111 RN NRERERERR AR AR AR AR AR RN RN R AR R EE RN
RL Eur. J. Biochem. 267:3189-3197(2000). Db 111 ProAsnTyrTyrAspGluValAsnGlyAlaAspIleAlaLeuLeuGluLeuGluAspPro 130
cC -!- FUNCTION: TRYPTASE IS THE MAJOR NEUTRAL PROTEASE PRESENT IN MAST
o) CELLS AND IS SECRETED UPON THE COUPLED ACTIVATION-DEGRANULATION Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378
cC RESPONSE OF THIS CELL TYPE. 11! RS RERN AR RN FERVEY TRt e e ettt
cc -!- CATALYTIC ACTIVITY: Preferential cleavage: Arg-|-, Lys-|-, but Db 131 valAsnLeuSerSerHisvValGlnProvalThrLeuProProAlaSerGluThrPhePro 150
cC with more restricted specificity than trypsin.
cC -1~ SUBUNIT: HOMOTETRAMER (By similarity). Qy 379 nonmnm»emnomemnemmmen»neooneooomom»eoemo>o»vanwen>noonnqoon> 438
cC -!- SUBCELLULAR LOCATION: RELEASED FROM THE SECRETORY GRANULES UPON (A EERAREERRRRRRRRRRRAREEA! | frren
CcC MAST CELL ACTIVATION. Db 151 rwwm~<e:a>ﬂmo<menw<mHerﬂoHwehnoH<>m®<mw:PmmmHoH<evanorm:vHO 170
CC  -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.
(o e e L DT Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498
cc This SWISS-PROT entry is copyright. It is produced through a collaboration RS AR AR AR RN IRERRERE [ERERN] [RRRRA
cc between the Swiss Institute of Bioinformatics and the EMBL outstation - Db 171 ProProTyrProLeuLysGlnvalArgValProIlevValGluAsnSerGluCysAspMet 190
cc the European Bioinformatics Institute. There are no restrictions on its
cC use by non-profit institutions as long as its content is in no way Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558
cc modified and this statement is not removed. Usage by and for commercial s HERT L (ERARARARRARRRRRRRRRRE!
cc entities requires a license agreement (See http://www.isb-sib.ch/announce/ Db 191 GlnTyrHisLeuGlyLeuSerThrGlyAspAsnIleProlleValArgAspAspMetLeu 210
cC or send an email to license@isb-sib.ch).
[ o i it Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
DR EMBL; AB038652; BAA93614.1; -. I RREREERE [EE R R RN RN N AN R RN AR R AR RE RN
DR HSSP; P20231; 1ARO. Db 211 CysAlaGlySerGluGlyHisAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys 230
DR MEROPS; S01.143; -.
DR InterPro; IPR001314; Chymotrypsin. Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678
DR  InterPro; IPR001254; Ser_protease_Try. RN RN (ARNARAN! [RERARARE! [AERARNR] (NRNN
DR pfam; PF00089; trypsin; 1. Db 231 ArgvalAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGluGlyCysAlaLeu 250
DR PRINTS; PR00722; CHYMOTRYPSIN.
DR SMART; SM00020; Tryp_.SPc; 1. Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738
DR PROSITE; PS50240; TRYPSIN_DOM; 1. FAPCEISEEET R E R et ekt [REERARARERRRRE
DR PROSITE; PS00134; TRYPSIN_HIS; 1. Db 251 ProAsnArgProGlyIleTyrThrArgvValThrHisTyrLeuAspTrpIleHisGlnCys 270
DR PROSITE; PS00135; TRYPSIN_SER; 1.
KW Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen. Qy 739 GTCCCCAAAAAG 750
FT SIGNAL 1 20 POTENTIAL.
FT PROPEP 21 30 ACTIVATION PEPTIDE (BY SIMILARITY). . Db 271 IleProArgGlu 274
FT CHAIN 31 275 TRYPTASE.
FT ACT_SITE 74 74 CHARGE RELAY SYSTEM (BY SIMILARITY). RESULT 12
FT ACT_SITE 121 121 CHARGE RELAY SYSTEM (BY SIMILARITY). TRYD_HUMAN
FT ACT_SITE 224 224 CHARGE RELAY SYSTEM (BY SIMILARITY). ID TRYD_HUMAN STANDARD; PRT; 235 AA.
FT DISULFID 59 75 BY SIMILARITY. AC Q9BZJ3; Q9H2Y6; 095824;
FT DISULFID 155 230 BY SIMILARITY. DT 16-0CT-2001 (Rel. 40, Created)
FT DISULFID 188 211 BY SIMILARITY. DT 16-0CT-2001 (Rel. 40, Last sequence update)
FT DISULFID 220 248 BY SIMILARITY. DT 15-JUN-2002 (Rel. 41, Last annotation update)
FT CARBOHYD 132 132 N-LINKED (GLCNAC. . .) (POTENTIAL). DE Putative tryptase delta precursor (EC 3.4.21.-) (Mast cell mMCP-7-
FT CARBOHYD 233 233 N-LINKED (GLCNAC. . .) (POTENTIAL). DE like) (HmMCP-3-like tryptase III).
S0 SEQUENCE 275 AA; 30439 MW; ACCS582647FCCB973 CRC64; GN TPSD1.
0s Homo sapiens (Human).
Alignment Scores: ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
Pred. No.: 8.31le-52 Length: 275 oc Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.
Score: 1006.00 Matches: 181 oX NCBI_TaxID=9606;
Percent Similarity: 82.38% Conservative: 20 RN [1]
Best Local Similarity: 74.18% Mismatches: 43 RP SEQUENCE FROM N.A.
Query Match: 69.00% Indels: 0 RX MEDLINE=99121069; PubMed=9920877;
DB: 1 Gaps: 0 RA Pallaoro M., Fejzo M.S., Shayesteh L., Blount J.L., Caughey G.H.;
RT "Characterization of genes encoding known and novel human mast cell
US-09-598-982-20 (1-771) x TRYT_PIG (1-275) RT tryptases on chromosome 16pl3.3.";
RL J. Biol. Chem. 274:3355-3362(1999).
Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78 RN [2]
[ERNRN AR [NERERN (ARRRARERY [ARARARARAR R RP  SEQUENCE FROM N.A.
Db 31 IlevalGlyGlyLysGluAlaProGlyHisLysTrpProTrpGlnvalSerLeuArgCys 50 RX MEDLINE=21101554; PubMed=11174199;
RA Min H.K., Kambe N., Schwartz L.B.;
Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138 RT "Human mouse mast cell protease 7-like tryptase genes are
[RARAN [NARAREN (AERRRAN TR (RN RT  pseudogenes."
Db 51 LeuAspGlnTyrTrpLysHisPheCysGlyGlySerLeuIleHisProGlnTrpvalLeu 70 RL J. Allergy Clin. Immunol. 107:315-321(2001).
RN [3]
Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198 RP SEQUENCE OF 46-235 FROM N.A.
IRERARE; 111 [RERE R 1 ISR RN 1111 RA Wang H.W., McNeil H.P., Thomas P.S., Murphy B.N., Webster M.J.,
Db 71 ThrAlaAlaHisCysPheGlyProGluLysAlaAspProLeuTyrIleArgValGlnLeu 90 RA Hettiaratchi A., King G., Heywood G.J., Huang C., Stevens R.L.,
RA Hunt J.E.;
Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258 RT "Molecular cloning and characterization of novel human tryptase cDNAs

[NRERANRRNR (IRRRNRERN] (NN i ARERERRRNRRRRERY RT and splicing variants.";
Db 91 GlyGluGlnHisLeuTyrTyrGlnAspArgLeuLeuLeuValSerArgIleIlevalHis 110 RL Submitted (NOV-1999) to the EMBL/GenBank/DDBJ databases.
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cc -1- FUNCTION: This seems to be the product of a pseudogene, it is

cec probably not expressed.

cc -1~ SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.
[
cC This SWISS-PROT entry is copyright. It is produced through a collaboration
cc between the Swiss Institute of Bioinformatics and the EMBL outstation
cC the European Bioinformatics Institute. There are no restrictions on i
cc use by non-profit institutions as long as its content 1is in

cc modified and this statement is not removed. Usage by and for commercial
[o{o] entities requires a license agreement (See http://www.isb-sib.ch/announce/
cc or send an email to license@isb-sib.ch).

[ O i e R
DR EMBL; AF098327; AAD17845.1; ALT_INIT.

DR EMBL; AF318074; AAK12909.1; -.

DR AF206664; AAG35694.1; -.

DR HSSP; P20231; 1AAO0.

DR MERCOPS; S501.054; -.

DR Genew; HGNC:14118; TPSD1.

DR InterPro; IPR001314; Chymotrypsin.

DR InterPro; IPR001254; Ser_protease_Try.

DR Pfam; PF00089; trypsin; 1.

DR PRINTS; PR00722; CHYMOTRYPSIN.

DR SMART; SM00020; Tryp_SPc; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; 1.

DR PROSITE; PS00135; TRYPSIN_SER; 1.

KW Hypothetical protein; Hydrolase; Serine protease; Signal;

KW Zymogen.

FT SIGNAL 1 18 POTENTIAL.

FT PROPEP 19 30 ACTIVATION PEPTIDE (BY SIMILARITY).

FT CHAIN 31 235 PUTATIVE TRYPTASE DELTA.

FT ACT_SITE 74 74 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT ACT_SITE 121 121 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT ACT_SITE 224 224 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT DISULFID 59 75 BY SIMILARITY.

FT DISULFID 155 230 BY SIMILARITY.

FT DISULFID 188 211 BY SIMILARITY.

FT CARBOHYD 132 132 N-LINKED (GLCNAC. . .) (POTENTIAL).

SQ SEQUENCE 235 AA; 25816 MW; BL1FFB6C2A8006B22 CRC64;

Alignment Scores:

Pred. No.: 9.37e-51 Length: 235

Score: 988.00 Matches: 173

Percent Similarity: 91.71% Conservative: 15

Best Local Similarity: 84.39% Mismatches: 17

Query Match: 67.76% Indels: 0

DB: 1 Gaps: 0

US-09-598-982-20 (1-771) x TRYD_HUMAN (1-235)

Qy
Db
oy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

19
31
78
51
139
71
199
921
259
111
319

131

ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC

AR RN RN AR R RN RN RN R AR RN RN N RN AN R NN RN RN
IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval

CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG
RN NN R R RN RN R RN RN R RN R AR RN R RN N RN AR RN
ArgGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisProGlnTrpvalLeu

>OOQOOOOOOOQ%QOOHOOO>OODQ}OQ%O>>Qmb&OHOOOOQOOO%O}OOOGQOPbOem

[ARRIRANR [ARRRA IR RN AR NN RN RN RN R RN N AN
a:ﬂ>wmwwmm~m0<m<mHﬁpcvﬂovmvHHmr<w>mvrmc>~m5~mrmc>~m<m~o~sbmc

CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

AN ANy RN NN N RN RN R RN RN AR AR RARN] IRANA
ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIlellevalHis

CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG
[ARNEREARRRR Pl | (AERNERD [REEAR!
ProGlnPheTyrIleIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC

11 SRS PEVEERELEL LR et
ValAsnIleSerSerHisIleHisThrvalThrLeuProProAlaSerGluThrPhePro

us-09-598-982-20.n2p.rsp

no way

78
50
138
70
198
20
258
110
318
130
378
150

Page 13

Qy 379 CCGGGGATGTCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
RN R AR AR R AR AR AR AR RN [RENN RSN [RRARA!
Db 151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsnValHisLeuPro 170
Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498
EE R S RN AR N N N N RN N AN N NN RN [N
Db 171 ProProTyrProLeuLysGluvalGluvalProvalvalGluAsnHisLeuCysasnAla 190
Qy 499 »>we>00>OOHemmnmooewoyomom>m>00>noannmoweOmaoooeowno>owqooeo 558
AN 11 A SPELETERTRER e
Db 191 OH:emamHwesamhmrmcmwmeanH%mpmmmnm:mownHHm<mwwuowmwvmvzmnrm: 210
Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
[N R R (BERRNARE [NERNRRRR! (RN
Db 211 CysAlaGlySerGluAsnHisAspSerCysGlnGlyAspSerGlyGlyProLeuValCys 230
Qy 619 AAGGTGAATGGCACC 633
ARRRRRE!
Db 231 LysvValAsnGlyThr 235
RESULT 13
TRYM_CANFA
ip TRYM_CANFA STANDARD; PRT; 269 AA.
AC P19236;
DT 01-NOV-1990 (Rel. 16, Created)
DT 01-NOV-1990 (Rel. 16, Last sequence update)
DT 15-JUN-2002 (Rel. 41, Last annotation update)
DE' Mastocytoma protease precursor (EC 3.4.21.-).
oS Canis familiaris (Dog).
oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
oc Mammalia; Eutheria; Carnivora; Fissipedia; Canidae; Canis.
oXx NCBI_TaxID=9615;
RN [1]
RP SEQUENCE FROM N.A,
RX MEDLINE=89352460; PubMed=2504277;
RA Vanderslice P., Craik C.S., Nadel J.A., Caughey G.H.;
RT "Molecular cloning of dog mast cell tryptase and a related protease:
RT structural evidence of a unique mode of serine protease activation."
RL Biochemistry 28:4148-4155(1989).
cc -!- FUNCTION: MAST CELL PROTEASE.
cC -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY Sl.
[ e il R R
cC This SWISS-PROT entry is copyright. It is produced through a collaboration
cc between the Swiss Institute of Bioinformatics and the EMBL outstation -
[ole} the European Bicinformatics Institute. There are no restrictions on its
cC use by non-preofit institutions as long as its content is in no way
CC modified and this statement is not removed. Usage by and for commercial
cC entities requires a license agreement (See http://www.isb-sib.ch/announce/
CcC or send an email to license@isb-sib.ch).
(6 il il R Rl
DR EMBL; M24665; AAA30855.1; -.
DR PIR; B32410; B32410.
DR HSSP; P00763; 1DPOC.
DR MEROPS; S501.145; -.
DR InterPro; IPR001314; Chymotrypsin.
DR InterPro; IPR001254; Ser_protease_Try.
DR pfam; PF00089; trypsin; 1.
DR PRINTS; PR0O0722; CHYMOTRYPSIN.
DR  SMART; SM00020; Tryp_SPc: 1.
DR PROSITE; PS50240; TRYPSIN_DOM; 1.
DR PROSITE; PS00134; TRYPSIN_HIS; 1.
DR PROSITE; PS00135; TRYPSIN_SER; FALSE_NEG.
KW Hydrolase; Serine protease; Signal; Glycoprotein.
FT SIGNAL 1 19
FT CHAIN 20 269 MASTOCYTOMA PROTEASE.
FT ACT_SITE 66 66 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 116 116 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 217 217 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT DISULFID 51 67 BY SIMILARITY.
FT DISULFID 150 223 BY SIMILARITY.
FT DISULFID 183 204 BY SIMILARITY.
FT DISULFID 213 241 BY SIMILARITY.
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FT CARBCHYD 95 95 N-LINKED (GLCNAC. . .) (POTENTIAL).
FT CARBOHYD 106 106 N-LINKED (GLCNAC. . .) (POTENTIAL).
5Q SEQUENCE 269 AA; 29824 MW; BAA4AF7E4E2FD4AES CRC64;

Alignment Scores:

Pred. No.: 4.29%e-33 Length: 269
Score: 684 .50 Matches: 132
Percent Similarity: 65.34% Conservative: 32
Best Local Similarity: 52.59% Mismatches: 78
Query Match: 46.95% Indels: 9
DB: 1 Gaps: 4

US-09-598-982-20 (1-771) x TRYM_CANFA (1-269)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
(IR RANEAENR R 111 ERERES [EEERARNR [N

Db 20 TlevalGlyGlyCysLysValProAlaArgArgTyrProTrpGlnvalSerLeuArgPhe 39

Qy 79 CACGGC-------~~ CCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAG 129

AERNA 1 11 PIVEEEE LR [ARRRR
Db 40 HisGlyMetGlySerGlyGlnTrpGlnHisIleCysGlyGlySerLeulleHisProGln 59

Qy 130 eomnenoeoboonooonnonoeonoeomo>0omo>Omao»bom»eoeooononooeo>om 189
[EEARRERRARRNRRRE IRENRN D [N [RRERN
Db 60 env<mHrmcesanmbwmmwwn<m<mwmwcrm:oHcnwmrm:mHc>Hm>Hme:Hrmc>Hw 79

Qy 190 GTGCAACTGCGEGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCEGTCAGCAGGATC 249
(EEARE [ ILLETTLEL 1] I

Db 80 <mpoH:<wHmw<owsrmc>nmrm:e<n>mv=HmwmvoH:rm:o<m>ms<mHeSHchHHm 99

Qy 250 ATCGTGCACCCACAGTTCTACACCGCCCAGATCGGA--------- GCGGACATCGCCCTG 300
Db 100 WW%>Hmbh%%M%wm:%ﬁ%wm:zmﬁwmnenwe<H%%%euw>mverﬁﬁwwbwwwHm%#%P%h 119
Qy 301 OeooPOOHQQbonPOOODOen>>Q060600}000)00600>0>0®0%0>OOOHOOOOOOH 360

[RAREESARRNE R : H 1 [(LEEEERARRRE!
UU Hwo bmcr<mrmcopc»wmunorm:e:wbm:mmwo~c>mv<mH>m:rmc<mwmmmrmcmwommw Hum

Qy 361 OOOeObobo>O0eHOOOOOOQOOoweon00emoemmoeo>oemmneomomoo>amemm>0 420

[N [ERRRRREREAN ERRRRE RSN RN ENEY
Db 140 mHommnrm:HHm<mHwnomnoowwzmnbm:n<meﬂv<mHezﬁmwaeHwowwwmvHHm>Hm 159

Qy 421 >>eo>HO>OOOo0qoo0woooOOveeeOneoeo>>mo>mmam>>mmenoooye>>emmv> 480
[RERRRRRERRRE R EEEERER HERRRERARE
Db 160 >mwmpme:HmHOhm:mﬂovﬁovﬂoewﬂmwmrmcmwsmpc<mwo~:<mpmnoHHm<mHoH< 179

Qy 481 >>OO>O>Heeoeo>O00w>>>e>00>nOeeOmOmOOH>O>OOQO>0>GO§OOHOOOO$HO 540

11 [ [ N
Db 180 >m=>Homwco<m»m:n<m:wmewﬂows ...... e:HHHmrmcowcmwzymwwmvmpc<mw 197

Qy 541 QHOOmeowoowoWHOOHOHOHO00000}»0>00OOO>000>060>HOOO>QQQOQ>OHOO 600

[ARRRARRRERARERANE] | (RERERAR [RERRA
Db 198 mer%mnws»mvzmnrmco<m>HmOH<mmHmchw<mwmbmummnn<mowzzmﬁwmmmmn 217

Qy 601 00>OQoo00OeOnemeOOwwooeo>>emmn>OoeoOoemn>mmoonoooemoeo>mneom 660
| (RN RA RN EAE N AR REERNE! [IERRERRERRERN
Db 218 QH<0H<mnormc<wHowwynmewvrwwo<me:~eHwHHmoH:<m~oH<<mw<mwmmHenv 237

Qy 661 GGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTG 720

111 [NERRR [BL RN RN (RRERARNN R
UU wwmo~<e<nn~<n<moH<e<ﬁ..->m=rmcmwoopw<mHe<H>Hmyum<u~e:&mmna<a<m~wmm

Qy 721 GACTGGATCCACCACTATGTCCCCAAAAAGCCG 753
AREARERE] REEEEANE! 11

Db 257 SerTrpIleHisGlnHisIleProLeuSerPro 267
RESULT 14

TRYG_MOUSE

ID TRYG_MOUSE STANDARD; PRT; 311 AA.
AC Q9QUL7;

DT 16-0CT-2001 (Rel. 40, Crecated)
DT 16-0CT-2001 (Rel. 40, Last sequence update)
DT 16-0CT-2001 (Rel. 40, Last annotation update)

_—

DE Tryptase gamma precursor (EC 3.4.21.-) (Transmembrane tryptase).
GN TPSG1 OR TMT.

0s Mus musculus (Mouse).

oc Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
ocC Mammalia; Eutheria; Rodentia; Sciurognathi; Muridae; Murinae; Mus.
oX NCBI_TaxID=10090;

RN {1}

RP SEQUENCE FROM N.A.

RC STRAIN=129/Sv, and BALB/cC;

RX MEDLINE=99452974; PubMed=10521469;

RA Wong G.W., Tang Y., Feyfant E., Sali A., Li L., Li Y., Huang C.,
RA Friend D.S., Krilis S.A., Stevens R.L.;

RT "identification of a new member of the tryptase family of mouse and
RT human mast cell proteases which possesses a novel COOH-terminal

RT hydrophobic extension.";

RL J. Biol. Chem. 274:30784-30793(1999).

cC -1- SUBCELLULAR LOCATION: MEMBRANE-ANCHORED (Potential).

[ole} TISSUE SPECIFICITY: Expressed in many tissues.
cc SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.
(o I R it Sttt

cc This SWISS-PROT entry is copyright. It is produced through a collaboration
cc between the Swiss Institute of Bioinformatics and the EMBL outstation -
cC the European Bioinformatics Institute. There are no restrictions on its
cC use by non-profit institutions as long as its content is in no way
cc modified and this statement is not removed. Usage by and for commercial
cC entities requires a license agreement (See http://www.isb-sib.ch/anncunce/
cc or send an email to license@isb-sib.ch).

[l e b b bt e el el didd
DR EMBL; AF175760; AAF03698.1; -.

DR EMBL; AF175523; AAF03696.1; -.

DR HSSP; P20231; 1AAO.

DR MEROPS; §01.028; -.

DR MGD; MGI:1349391; Tpsgl.

DR InterPro; IPR001314; Chymotrypsin.

DR InterPro; IPR001254; Ser_protease_Try.

DR pfam; PF00089; trypsin; 1.

DR PRINTS; PR00722; CHYMOTRYPSIN.

DR SMART; SM00020; Tryp_SPc; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; 1.

DR PROSITE; PS00135; TRYPSIN_SER; FALSE_NEG.

KW Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen;

KW Transmembrane.

FT SIGNAL 1 16 POTENTIAL.

FT CHAIN 17 28 TRYPTASE GAMMA LIGHT CHAIN.

FT CHAIN 30 311 TRYPTASE GAMMA HEAVY CHAIN.

FT TRANSMEM 277 297 POTENTIAL.

FT ACT_SITE 70 70 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 117 117 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT ACT_SITE 214 214 CHARGE RELAY SYSTEM (BY SIMILARITY).
FT DISULFID 18 137 INTERCHAIN (POTENTIAL).

FT DISULFID 55 71 BY SIMILARITY.

FT DISULFTD 151 220 BY SIMILARITY.

FT DISULFID 184 202 BY SIMILARITY.

FT DISULFID 210 238 BY SIMILARITY.

FT CARBOHYD 77 77 N-LINKED (GLCNAC. . .) (POTENTIAL).
FT CARBOHYD 192 192 N-LINKED (GLCNAC. . .) (POTENTIAL).

SQ SEQUENCE 311 AA; 32656 MW; 7FC9D6EFGA2AB808 CRC64;

Alignment Scores:

Pred. No.: 1.13e-28 Length: 311
Score: 608.50 Matches: 123
Percent Similarity: 60.63% Conservative: 31
Best Local Similarity: 48.43% Mismatches: 81
Query Match: 41.74% Indels: 19
DB: 1 Gaps: 6

US-09-598-982-20 (1-771) x TRYG_MOUSE (1-311)

Qy 16 AGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGA 75
[ARRERRRERER RN KRR [RENER RRARRREN
Db 29 ArgIlevalGlyGlyHisAlaAlaProAlaGlyThrTrpProTrpGlnAlaSerLeuArg 48
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Qy 76 oHOO}OOQOOO>Hboemmvemn>oeeoemnmommmoeoooe0>eOovoooonboaomoeo
i) s [IERERRRERRERRAEEE
Db 49 LeuHisLys--------- <mH:Hm<mHo<moH<oH<momrmcrmcmm~mmonwceﬂw<mH
Qy 136 0eOwnnmoooommomemooeoom>0000booen>>mo>e0enmnnmooneo>omoeno>>
[ARERRNE 111 Pl AL
Db 66 LeuThrAlaAlaHisCysPheSerGlyServalAsnSer-- |wmﬂ>mvewumw:<mwm5
Qy 196 Oamn0nn>oo>oo>nneOH>Oe>00>00woO>OOHmoemonoOeovmo>om>eoyenmeo
| 1 11 [RERNRREN
Db 85 rmcmHwnwcrmce:ﬂ<wHevurm:mmﬂvﬂomwmv:mmmme:m<mwr<m>nmHHmHHmzmw
Qy 256 CACCCACAGTTCTACACCGCCCAGATCGGA-=-=--=-=-=-=-=-=-==-=- ~GCGGACATCGCCCTG
(BN (RN [ARR
Db 105 ------------ TyrThrGlySerProGlyProProGlySerSerGlyAspIleAlaLeu
Qy 301 Oeoowooanmwnmwnnomoaow>mOenenoVnOO»Ooeoo>o>nnmeovoooemonoooe
c:l [LRRRE! sral L 11 LK |
Db 121 <m~mH:rm:wmnmmnmno<mwywmbmcmmnwmnmw:<mwnwsmno<mpo<wrmcmﬂooH:
Qy 361 GCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGAC
(BRRRR! 1 [RERERRNN] [REARERRNE
Db 141 AlaSerAlaAspPheTyrProGlyMetGlnCysTrpValThrGlyTrpGlyTyrThrGly
Qy 421 w>90>%0>nomooeonn>nnonn>eHe00e0eow>onvmmeov>moeoonove>>eoo>>
1l 1l [ARRRAN LA EREERE LRRAR! :
Db 161 oH:npwnwcmaorm:r<mmnomwoemﬁ>mahmcmwzmHc>~wr<m<mwmmh<my<mmem
Qy 481 w>oO>O>aaaoao>ooow$>>ewoo>oneeooomooewo>nmmo>m>oo>omenomoveo
[ TP
Db 181 valLysThrCysSerGln-----=-=-=-==~---- >Hme<ﬂ»w:mmnwwo>m:aw<mmﬁrmc
Qy 541 Oeo00em>00wn>emOeoeoemOOOo0>wo>000Oo>oQO>OHO$HOOO>OOOOO>OHOO
: [RRN | HEEANN (KA
Db 196 HHmoH=MHo>mnzmﬁrmcomm»wmvnoowwvﬂo---m~<>w%>wmo<mmwa>mc>mvmmﬁ
Qy 601 GGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGG
| it [EEERNN RN [IRRSARRARREAR
Db 215 GlyGlyProLeuvValCysGlnValAlaGlyThrTrpGlnGlnAlaGlyvalvalSerTrp
Qy 661 GGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTG
[NRREARNRRRR RN RN N NN EEERRN| [RERRERNR [RREER
Db 235 GlyGluGlyCysGlyArgProAspArgProGlyvValTyrAlaArgvalThrAlaTyrval
Qy 721 O>OHnm>600>00bne>emeonno>>b>>nnnoen>>mnmmo 762
(AEERRRRRY BN [REERR
Db 255 vmsemvmwomwmmpmmpmHpmwuoowcwpmowmow<mmnmww 268
RESULT 15
TRYG_HUMAN
D TRYG_HUMAN STANDARD; PRT; 321 AA.
AC QINRR2; QI9NRQ8; Q9CO015; QSUBB2;
DT 16-0CT-2001 (Rel. 40, Created)
DT 16-0CT-2001 (Rel. 40, Last sequence update)
DT 16-0CT-2001 (Rel. 40, Last annotation update)
DE Tryptase gamma precursor (EC 3.4.21.-) (Transmembrane tryptase).
GN TPSG1l OR TMT.
os Homo sapiens (Human).
ocC Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi;
ocC Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo.
[0):4 NCBI_TaxID=9606;
RN [1]
RP SEQUENCE FROM N.A. (VARIANTS GAMMA-1 AND GAMMA-2).
RX MEDLINE=20302813; PubMed=10843716;
RA Caughey G.H., Raymond W.W., Blount J.L., Hau L.W., Pallaoro M.,
RA  Wolters P.J., Verghese G.M.;
RT "Characterization of human gamma-tryptases, novel members of the
RT chromosome 16p mast cell tryptase and prostasin gene families."
RL J. Immunol. 164:6566-6575(2000).
RN [2]
RP SEQUENCE FROM N.A.
RX MEDLINE=99452974; PubMed=10521469;
RA  Wong G.W., Tang Y., Feyfant E., Sali A., Li L., Li Y., Huang C.,

us-09-598-982-20.n2p.rsp

255
104
300
120
360
140
420
160
480
180
540
195
600
214
660
234
720
254

Page 15

RA Friend D.S., Krilis S.A., Stevens R.L.;

RT "Identification of a new member of the tryptase family of mouse and

RT human mast cell proteases which possesses a novel COOH-terminal

RT hydrophobic extension.";

RL J. Biol. Chem. 274:30784-30793(1999).

RN [31]

RP SEQUENCE OF 220-321 FROM N.A.

RA Mittman S., Agnew W.S.;

RT "Organization and alternative splicing of CACNAlH."

RL Submitted (JAN-2001) to the EMBL/GenBank/DDBJ databases.

(oled -!- SUBCELLULAR LOCATION: MEMBRANE-ANCHORED (Potential).

cC -!- TISSUE SPECIFICITY: Expressed in many tissues.

cc -1- POLYMORPHISM: There are two alleles; gamma-I and gamma-II which

cc differ by 5 residues.

cC -!- SIMILARITY: BELONGS TO PEPTIDASE FAMILY S1. TRYPTASE SUBFAMILY.

cC i Sttt S S St S Sttt
cc This SWISS-PROT entry is copyright. It is produced through a collaboration
cc between the Swiss Institute of Bioinformatics and the EMBL outstation -
cC the European Bioinformatics Institute. There are no restrictions on its
cC use by non-profit institutions as long as its content is in no way
cc modified and this statement is not removed. Usage by and for commercial
cc entities requires a license agreement (See http://www.isb-sib.ch/announce/
cC or send an email to license@isb-sib.ch).

(ol i b il e R R b b e
DR EMBL; AF191031; AAF76457.1; -

DR EMBL; AF195508; AAF76458.1; -.

DR EMBL; AF175759; AAF03697.1; -.

DR EMBL; AF175522; AAF03695.1; -

DR EMBL; AF223563; AAG48852.2; -

DR HSSP; P00763; 1DPO.

DR  MEROPS; S$01.028; -.

DR Genew; HGNC:14134; TPSGl.

DR InterPro; IPR001314; Chymotrypsin.

DR InterPro; IPR001254; Ser_protease_Try.

DR pfam; PF00089; trypsin; 1.

DR PRINTS; PR00722; CHYMOTRYPSIN.

DR SMART; SM00020; Tryp_SPc; 1.

DR PROSITE; PS50240; TRYPSIN_DOM; 1.

DR PROSITE; PS00134; TRYPSIN_HIS; 1.

DR PROSITE; PS00135; TRYPSIN_SER; FALSE_NEG.

KW Hydrolase; Serine protease; Signal; Glycoprotein; Zymogen;

KW Transmembrane; Polymorphism.

FT SIGNAL 1 19 POTENTIAL.

FT CHAIN 20 36 TRYPTASE GAMMA LIGHT CHAIN.

FT CHAIN 38 321 TRYPTASE GAMMA HEAVY CHAIN.

FT TRANSMEM 284 304 POTENTIAL.

FT ACT_SITE 78 78 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT ACT_SITE 125 125 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT ACT_SITE 222 222 CHARGE RELAY SYSTEM (BY SIMILARITY).

FT DISULFID 26 145 INTERCHAIN (POTENTIAL).

FT DISULFID 63 79 BY SIMILARITY.

FT DISULFID 159 228 BY SIMILARITY.

FT DISULFID 192 210 BY SIMILARITY.

FT DISULFID 218 246 BY SIMILARITY.

FT CARBOHYD 85 85 N-LINKED (GLCNAC. . .) (POTENTIAL).

FT  VARIANT 60 60 M -> V (IN GAMMA-II).

FT /FT1d=VAR_012097.

FT VARIANT 126 126 I ->M (IN GAMMA-II).

FT /FTId=VAR_012098.

FT  VARIANT 132 132 S -> T (IN GAMMA-II).

FT /FTId=VAR_012099.

FT  VARIANT 204 204 L -> I (IN GAMMA-II).

FT /FTId=VAR_012100.

FT VARIANT 288 288 L -> F (IN GAMMA-II).

FT /FTId=VAR_012101.

FT CONFLICT 160 160 W -> S (IN REF. 1).

50 SEQUENCE 321 AA; 33827 MW; FFF7B0O6E3C4A962D CRC64;

Alignment Scores:

Pred. No.: 8.39%e-28 Length: 321

Score: 593.50 Matches: 119

Percent Similarity: 61.89% Conservative: 32

Best Local Similarity: 48.77% Mismatches: 80
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Query Match: 40.71% Indels: 13
DB:

1 Gaps: 6

US-09-598-982-20 (1-771) x TRYG_HUMAN (1-321)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

16

37

76

57
136

74
196

93
256
113
310
132
370
152
430
172
490
192
550
207
610
226
670
246
730
266

AGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGA

[ERRRERANARANRE! [BERAR ARARANARERE REARRARA]
ArgllevalGlyGlyHisAlaAlaProAlaGlyAlaTrpProTrpGlnAlaSerLeuArg

QHOO>OOmOOObe>OeoO?HQOPO%HOHOOOOOOQOHOOOHO>HOO>OOOOO>OHOQOHO

AEARL AR RN AR ERNNRERRREE!
bmc>nm>nm ......... zmﬁmHm<wwo<moH<omemﬂrmemcmmﬁvﬂomH:env<mw

OHObOOQOOOOQOOOHOOOeomm700oO>OOH0w>mmbeoemmnnmoooen>omme00}>

FEEELTELETT 111 1
rm:qswwwmwwmmHmnxmvvmmmnop<mmﬁrm:vm:mmu,y.mmnbmvemno~=<mwmww

OHOOOOOwOO?On>OoeOH>ne>00§0O>OO>QO€OOHOOOOO@O>OO>OO>€O$HOO%O

111 iR T I FLEL:
rmcowmnwCbmcmwcmeerﬂrm:mmnvuomwmw:mmmnera<m~>noo~:HHmHHmrmc

CACCCACAGTTCTACACCGCCCAGATCGGA----~~ GCGGACATCGCCCTGCTGGAGCTG

B 11 Lt (ARRERRE AR EEERERRNY
HisSerSer---ProSerGlyGlnProGlyThrSerGlyAspIleAlaLeuvalGluLeu

GAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAG

RN RN Pl i) i (NI
mmn<mwvao<m~e:nrmcmmﬁmmH»HoHHmbm:wmo<mHowmrmcunonwcwvmmmnwmv

ACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAG

(NN RN
AspPheCysProGlyIleArgCysTrpValThrGlyTrpGlyTyrThrArgGluGlyGlu

CGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATT
[IEREARARE : (R INRERRREN Tiirrroo
ProLeuProProProTyrSerLeuArgGluvalLysvValServalvalAspThrGluThr

TGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGAC
1 (R 1 N
CysArgArgAsp----------=---~ ewﬂvnomH<mﬁoow<oywmmnHHmrmcoH:mHo

OwoveQnemeoemOOOmO>>O>OOOmobomo>oen>eOOO?OOOOOwDeOOOO>OOOOOO

(ARAREARENRRENE! [IAEEEIRRNNEI [ERERRRNRRRRARE
>mvzmnrm=n<w>wmvﬂmmH%@HO-|'mwamvwwmo<mmw:wmm>mvmmHmw<OHMMHo

CTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGC
(NN EEER RN R A RN I (AERRENN PEVIEELEL ey
LeuvalCysGlnvalAsnGlyAlaTrpvalGlnAlaGlyIleValSerTrpGlyGluGly

HOHQOOO>OOOO>>OOOOOOenonbeneb0§0000e090w004>0ewneeomvoeomveo

| ii AN [ARRRRRAN Firt
CysGlyArgProAsn vanomwm<wpa%nerwwwm<wwmao>wma<u<mw>m:eHwHHm

CACCACTATGTC 741

wwm>ﬂ@mwwWMm 269

Search completed: January 31, 2003, 06:54:08
Job time

34.5 secs

us-09-598-982-20.n2p.rsp

75

56

135
73

195
92

255
112
309
131
369
151
429
171

489

549
206
609
225

669

729
265
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GenCore version 5.1.3
Copyright (c¢) 1993 - 2003 Compugen Ltd.

OM nucleic - protein search, using frame_plus_n2p model
Run on: January 31, 2003, 06:53:20 ; Search time 16.5 Seconds

(without alignments)
2749.706 Million cell updates/sec

Title: US-09-598-982-20
Perfect score: 1458
Sequence: 1 gggccectcgagaaaagaat........ .. cgtgaagcggeegecgtegt 771

Scoring table: BLOSUM62
Xgapop 10.0 , Xgapext
Ygapop 10.0 , Ygapext
Fgapop 6.0 , Fgapext
Delop 6.0 , Delext

NNOoO O
ocouun

Searched: 262574 seqs, 29422922 residues

Total number of hits satisfying chosen parameters: 525148

Minimum DB seq length: 0
Maximum DB seq length: 2000000000

Post-processing: Minimum Match 0%
Maximum Match 100%
Listing first 45 summaries

Command line parameters:

-MODEL=frame+_n2p.model -DEV=xlh
-Q=/cgn2_1/USPTO_spool,/US09598982/runat_27012003_073718_19604/app_query.fasta_1.967
-DB=Issued_Patents_AA -QFMT=fastan -SUFFIX=n2p.rai -MINMATCH=0.1 -LOOPCL=0
-LOOPEXT=0 -UNITS=bits -START=1 -END=-1 -MATRIX=blosum62 -TRANS=human40.cdi
-LIST=45 -DOCALIGN=200 -THR_SCORE=pct -THR_MAX=100 -THR_MIN=0 -ALIGN=15

-MODE=LOCAL -OUTFMT=pto -NORM=ext -HEAPSIZE=500 -MINLEN=0 -MAXLEN=2000000000
-USER=US09598982_@CGN_1_1_4_€runat_27012003_073718_19604 -NCPU=6 -ICPU=3

-NO_XLPXY -NO_MMAP -LARGEQUERY -NEG_SCORES=0 -WAIT -LONGLOG -DEV_TIMEOUT=120
-~WARN_TIMEOUT=30 -THREADS=1 -XGAPOP=10 -XGAPEXT=0.5 -FGAPOP=6 -FGAPEXT=7

~YGAPOP=10 -YGAPEXT=0.5 -DELOP=6 -DELEXT=7

Database Issued_Patents_AA:*

¢ /cgn2_6/ptodata/l/iaa/5A_COMB.pep:*
/cgn2_6/ptodata/l/iaa/SB_COMB.pep:*
/cgn2_6/ptodata/l/iaa/6A_COMB.pep:*

¢ /cgn2_6/ptodata/l/iaa/6B_COMB.pep:*
/cgn2_6/ptodata/l/iaa/PCTUS_COMB.pep: *
/cgn2_6/ptodata/l/iaa/backfilesl.pep:*

QYU W N

Pred. No. is the number of results predicted by chance to have a
score greater than or equal to the score of the result being printed,
and is derived by analysis of the total score distribution.

SUMMARIES
%
Result Query
No. Score Match Length DB ID Description

1 1387 95.1 249 4 US-09-079-970A-5 Sequence 5, Appli
2 1368 93.8 245 4 US-09-079-970A-6 Sequence 6, Appli
3 1368 93.8 274 2 US-09-016-366A-21 Sequence 21, Appl
4 1368 93.8 274 2 US-08-978-404B-16 Sequence 16, Appl
5 1363 93.5 273 2 US-09-016-366A-19 Sequence 19, Appl
6 1363 93.5 273 2 US-08-978-404B-14 Sequence 14, Appl
7 1344 92.2 267 2 US-09-016-366A-23 Sequence 23, Appl
8 1344 92.2 267 2 US-08-978-404B-18 Sequence 18, Appl
9 1274 87.4 245 4 US-08-944-483-69 Sequence 69, Appl
10 1274 87.4 275 2 US-09-016-366A-17 Sequence 17, Appl
11 1274 87 .4 275 2 US-08-978-404B-12 Sequence 12, Appl
12 1092 74.9 276 2 US-09-016-366A-15 Sequence 15, Appl

us-09-598-982-20.n2p.rai

13 1092 74.9 276
14 1075 73.7 270
15 1057 72.5 273
16 1055 72.4 274
17 1039 71.3 273

UsS-08-978-404B-21
US-08-978-404B-8
US-08-978-404B-3
US-08-978-404B-5
US-08-978-404B-6

18 702 48.1 190 US-08-845-998-4
19 702 48.1 130 US-09-206-537-4
20 702 48.1 190 US-09-430-854-4
21 698 47.9 190 US-08-845-998-6
22 698 47.9 190 US-09-206-537-6
23 698 47.9 190 US-09-430-854-6

24 684.5 46.9 269
25 563.5 38.6 290
26 554.5 38.0 315

UsS-08-978-404B-10
US-09-386-653A-7
US-09-386-653A-9

27 507 34.8 319 US-09-386-642-12
28 507 34.8 328 US-09-386-642-11
29 506 34.7 299 US-08-944-483-66
30 501.5 34.4 317 US-09-386-629-7

31 494 33.9 314 US-09-008-271A-3

32 492.5 33.8 327
33 480.5 33.0 306
34 476 32.6 454
35 460.5 31.6 418
36 460.5 31.6 418
37 460.5 31.6 418

Us-09-386-629-8
US-09-386-642-53
US-09-518-046-2
US-08-508-448C-25
UsS-09-370-838-82
Us-09-370-838-83

WHANAREAEERRLSALELEELEEAEANSBRNNERNNNNNDN

38 460 31.6 238 US-08-944-483-64
39 458.5 31.4 418 UsS-09-370-838-62
40 449.5 30.8 232 US-08-508-448C-19
41 446 30.6 248 US-08-944-483-63
42 445 30.5 638 US-08-681-151-3
43 431.5 29.6 241 US-08-944-483-59
44 431 29.6 791 US-08-643-219-1
45 431 29.6 791 US-08-851-350-1
ALIGNMENTS
RESULT 1

Us-09-079-970A-5

; Sequence 5, Application US/09079970A
; Patent No. 6274366

;i  GENERAL INFORMATION:

; APPLICANT: Maffitt, Mark A.

; APPLICANT: Niles, Andrew L.

; APPLICANT: Haak-Frendscho, Mary

Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence
Sequence

; TITLE OF INVENTION: Enzymatically-Active Recombinant Human
; TITLE OF INVENTION: Beta-Tryptase and Method of Making Same

H NUMBER OF SEQUENCES: 6
i CORRESPONDENCE ADDRESS:

H ADDRESSEE: Intellectual Property Department

; STREET: 8000 Excelsior Drive, Suite 401
i CITY: Madison

; STATE: WISCONSIN

H COUNTRY: U.S.A.

; ZIP: 53717-1914

; COMPUTER READABLE FORM:

; MEDIUM TYPE: Floppy disk

H COMPUTER: IBM PC compatible

; OPERATING SYSTEM: PC-DOS/MS-DOS

; SOFTWARE: PatentIn Release #1.0, Version #1.30

; CURRENT APPLICATION DATA:

; APPLICATION NUMBER: US/09/079,970A
; FILING DATE:

; CLASSIFICATION: 435

; ATTORNEY /AGENT INFORMATION:

; NAME: Leone, Joseph T.

; REGISTRATION NUMBER: 37,170

H REFERENCE/DOCKET NUMBER: 34506.073
; TELECOMMUNICATION INFORMATION:

; TELEPHONE: (608) 831-2100

; TELEFAX: (608) 831-2106

;  INFORMATION FOR SEQ ID NO: 5:

H SEQUENCE CHARACTERISTICS:

Page 1

21, appl
8, Appli
, Appli
, Appli
, Appli
, Appli
, Appli
, Appli
6, Appli
6, Appli
6, Appli
10, appl
7, Appli
9, Appli
12, Aappl
11, Appl
66, Appl
7, Appli
3, Appli
8, Appli
53, Aappl
2, Appli
25, Appl
82, Appl
83, Appl
64, Appl
62, Appl
19, appl
63, Appl
3, Appli
59, Appl
1, Appli
1, Appli

3
5
6
4
4
4
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: LENGTH: 249 amino acids

; TYPE: amino acid

; TOPOLOGY: linear

; MOLECULE TYPE: protein

US-09-079-970A-5

Alignment Scores:

Pred. No.: 1.5e-104 Length: 249
Score: 1387.00 Matches: 248
Percent Similarity: 99.60% Conservative: 0
Best Local Similarity: 99.60% Mismatches: 1
Query Match: 95.13% Indels: 0
DB: 4 Gaps: 0

US-09-598-982-20 (1-771) x US-09-079-970A-5 (1-249)

Qy 7
Db 1
Qy 67
Db 21
Qy 127
Db 41
Qy 187
Db 61
Qy 247
Db 81
Qy 307
Db 101
Qy 367
Db 121
Qy 427
bb 141
Qy 487
Db 161
Qy 547
Db 181
Qy 607
Db 201
Qy 667
Db 221
oy 727
Db 241
RESULT 2

CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG

(AR NN R RN RN R NN R RN RN RN NN AR NN RN
LeuGluLysArgIlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval

AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC
[ARERRRAREN EEENRREERN AN AR RN R RN R AR AN R NN RN
mmnbm=>wa<m~=Mmamewmewﬁeﬂuzmnmwmm:mnwmmH<OH<mmemﬁHHmmwmmwo
74
CAGTGGGTGCTGACCGCCGCGGCGTACGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC

[IRRARARARAR ____a__ PECEPETOE R PRt r b et
GlnTrpvValLeuThrAlaAlaHisCysValGlyProAspvValLysAspLeuAlaAlaLeu

\ )

AGGGTGCAACTGCGGGAGCAGCACCTETACTACCAGGACCAGCTGCTGCCGGTCAGCAGG

[ARRRERRARR ____7w_F\ [RERERANE! (RERERENE (RERN
ArgvValGlnLeuArgGluGlnHiSLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg

ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG

(AR RRARNE ARRRERNEI FPECEELEEL LR el RN
IleIleValHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu

CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA

(RN RN RN R R RN R R RN A NN R R RN R RN R AR N R A RN RN ER RN
LeuGluGluProvValLysValSerSerHisvalHisThrValThrLeuProProAlaSer

GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT

TRELREEET e e b e bt ey et e b bbby ey bbb eer et
GluThrPheProProGlyMetProCysTrpvValThrGlyTrpGlyAspValAspAsnAsp

GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC
RN RN NN NN R R NN N R N AR AR NN RN RN
GluArgLeuProProProPheProLeulLysGlnvalLysvalProlleMetGluAsnHis

ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT
PEVETETREE e e bbb e ety et e e b b ey et
IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevValArg

GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG
(AR RN RN R R RN NN R RN R RN AR RN RN RN N RN RR AR ERRN
AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGly

CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG

RN RN RN R AR R R AR R R RN
ProLeuValCysLysValAsnGlyThrTrpLeuGlnAlaGlyvValvalSerTrpGlyGlu

GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG
[ERARARNREN [RERRAREN PEVELETITI RERERR! (IANR
GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrp

ATCCACCACTATGTCCCCAAAAAGCCG 753

[NARRARRANRN [RARRRERRRRE!
IleHisHisTyrvalProLysLysPro 249

US-09-079-970A-6

; Sequence 6, Application US/09079970A
; Patent No. 6274366

; GENERAL INFORMATION:

us-09-598-982-20.n2p.rai

20

126
40

186
60

246
80

306
100
366
120
426
140
486
160
546
180
606
200
666
220
726
240

APPLICANT: Maffitt, Mark A.
APPLICANT: Niles, Andrew L.
APPLICANT: Haak-Frendscho, Mary

TITLE OF INVENTION:
TITLE OF INVENTION:

Enzymatically-Active Recombinant Human
Beta-Tryptase and Method of Making Same

NUMBER OF SEQUENCES: 6
CORRESPONDENCE ADDRESS:

ADDRESSEE: Intellectual Property Department
STREET: 8000 Excelsior Drive, Suite 401
CITY: Madison

STATE: WISCONSIN

COUNTRY : U.S.A.

ZIP: 53717-1914
COMPUTER READABLE FORM:

MEDIUM TYPE:

Floppy disk

COMPUTER: IBM PC compatible
OPERATING SYSTEM: PC-DOS/MS-DOS
SOFTWARE: PatentIn Release #1.0, Version #1.30

CURRENT APPLICATION DATA:

APPLICATION NUMBER:

us/09/079,970A

FILING DATE:
CLASSIFICATION: 435
ATTORNEY /AGENT INFORMATION:

NAME :
REGISTRATION NUMBER:
REFERENCE/DOCKET NUMBER:

Leone, Joseph T.
37,170
34506.073

TELECOMMUNICATION INFORMATION:

TELEPHONE :
TELEFAX:

(608) 831-2100
(608) 831-2106

INFORMATION FOR SEQ ID NO: 6:
SEQUENCE CHARACTERISTICS:

LENGTH: 245 amino acids

TYPE: amino acid

TOPOLOGY: linear
; MOLECULE TYPE: protein
UsS-09-079-970A-6
Alignment Scores:
Pred. No.: 5.12e-103 Length: 245
Score: 1368.00 Matches: 244
Percent Similarity: 99.59% Conservative: 0
Best Local Similarity: 99.59% Mismatches: 1
Query Match: 93.83% Indels: 0
DB: 4 Gaps: 0

US-09-598-982-20 (1-771) x US-09-079-970A-6 (1-245)

Qy
Db
Qy
Db
oy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

19
1

139
41
199
61
259
81
319
101

379

ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC

CROTEEEPERr e ety et e b i e bt bbb e et bbb el
IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvValSerLeuArgval

CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG

(RN AR R R R R E RN RN R R NN RN O
HisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisProGlnTrpvalLeu

ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

[NERARRNE! PECRERERCRER Rty e bbbt et el
ThrAlaAlaHisCysValGlyProAspvalLysAspLeuAlaAlaLeuArgVvValGlnLeu

CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

[RERRRENE TEERRECEETE et ettt e e e bt e b ey
ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSeraArgllellevalHis

CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG
PEELRER bbb b bbb e e b e e e et eri ety
ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC

[RENRRREN) Irrerered IRREERRE] FEETELTT [RERRERERE]
ValLysValSerSerHisvValHisThrvalThrLeuProProAlaSerGluThrPhePro

CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
(RERRRRRR [RRARN NN (RRARERE! (ARRRRRRY! (ARRRRRN!

Page

78
20
138
40
198
60
258
80

100
378
120

438
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Db 121 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro 140 Score: 1368.00 Matches: 244
Percent Similarity: §9.59% Conservative: 0
Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498 Best Local Similarity: 99.59% Mismatches: 1
RN RN RN RN RN RN RN RN RN NN AR R NN (RN Query Match: 93.83% Indels: 0
Db 141 pProProPheProLeuLysGlnValLysvValProIleMetGluAsnHisIleCysAspAla 160 DB: 2 Gaps: 0
Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558 US-09-598-982-20 (1-771) x US-09-016-366A-21 (1-274)
[AERARRRE! (ARRRARAY] [ARERNRRE! PEREELTEET ey
Db 161 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArgAspAspMetLeu 180 Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
PERERTEE R bt bbb e b e et ety et e it r et eyt
Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGE 618 Db 30 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval 49
AR R R RN RN R R R RN RN AN RN RN R RN RN NN AN AR
Db 181 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys 200 Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138
FELERETETERE Tt e e bbb e bbb b b e e et it
Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678 Db 50 HisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvalLeu 69
(RN AN RN R R R R RN N RN R RN RN RN AR RN RN
Db 201 LysValAsnGlyThrTrpLeuGlnAlaGlyvValValSerTrpGlyGluGlyCysAlaGln 220 Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198
[AREERRNN RN RN E R RN R RN AN R R R R NN R AN RN RN RN
Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738 Db 70 ThrAlaAlaHisCysValGlyProAspvalLysAspLeuAlaAlaLeuArgvValGlnLeu 89
PERETEEELETEL it [ARERRA AR RN RRENY! (RN
Db 221 ProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrplleHisHisTyr 240 Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
FEVUIERERERR e v i bbb e e e brbrine b
Qy 739 GTCCCCAAAAAGCCG 753 Db 90 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIleIlevalHis 109
[REERRARRRARARE!
Db 241 vValProLysLysPro 245 Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318
EERTEER T e et bty b bbb ey e e e et

RESULT 3 Db 110 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 129

US-09-016-366A-21

; Sequence 21, Application US/09016366A Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378

; Patent No. 5955431 [RRARERER PELRERERI I bt rb et eitint [RRANAN

;  GENERAL INFORMATION: Db 130 valLysValSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro 149

; APPLICANT: Stevens, Richard L.

H APPLICANT: Huang, Chifu Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438

; TITLE OF INVENTION: MAST CELL PROTEASE PEPTIDE PEVLETEEE LIttt e bt e et e e e e e e bbb

; TITLE OF INVENTION: INHIBITORS Db 150 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro 169

; NUMBER OF SEQUENCES: 65

H CORRESPONDENCE ADDRESS: Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498

; ADDRESSEE: Wolf, Greenfield & Sacks, P.C. PELRLRLRCRER RO bR e b e b e e bbb b e e et eyt

; STREET: 600 Atlantic Avenue Db 170 proProPheProLeuLysGlnvalLysValProIleMetGluAsnHisIleCysAspAla 189

; CITY: Boston

i STATE: MA Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558

H COUNTRY: U.S.A. PEUCELEETEEER PR r e bbb et b e et ey e ey e bbbt

; zIP: 02210-2211 Db 190 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIleValArgAspAspMetLeu 209

H COMPUTER READABLE FORM:

; MEDIUM TYPE: Diskette Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
COMPUTER: IBM Compatible TREPRREIE e b bt e b b e ettt
OPERATING SYSTEM: DOS Db 210 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvValCys 229

; SOFTWARE: FastSEQ for Windows Version 2.0 .

H CURRENT APPLICATION DATA: Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678

; APPLICATION NUMBER: US/09/016,366A TRLELETREI DRt bbb e b e b b e e e e bl

H FILING DATE: January 30, 1998 Db 230 LysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGluGlyCysAlaGln 249

; CLASSIFICATION: 530

; PRIOR APPLICATION DATA: Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738

H APPLICATION NUMBER: 60/037,090 (RN RN RN RN AR AR R RN NN AR RN NN AR RN RN

; FILING DATE: 05-FEB-1997 Db 250 ProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrpIleHisHisTyr 269

ATTORNEY/AGENT INFORMATION:
NAME: Plumer, Elizabeth R. Qy 739 GTCCCCAAAAAGCCG 753
REGISTRATION NUMBER: 36,637 IRRRERRER

H REFERENCE/DOCKET NUMBER: B0801,/7093 Db 270 valProLysLysPro 274

; TELECOMMUNICATION INFORMATION:

; TELEPHONE: 617-720-3500 RESULT 4

; TELEFAX: 617-720-2441 US-08-978-404B-16

; TELEX: R ; Sequence 16, Application US/08378404B

;  INFORMATION FOR SEQ ID NO: 21: ; Patent No. 5968782

; SEQUENCE CHARACTERISTICS: ;  GENERAL INFORMATION:

; LENGTH: 274 amino acids H APPLICANT: Stevens, Richard L.

TYPE: amino acid ; TITLE OF INVENTION: MAST CELL PROTEASE THAT CLEAVES
STRANDEDNESS: single H TITLE OF INVENTION: FIBRINOGEN
TOPOLOGY: linear H NUMBER OF SEQUENCES: 74

US-09-016-366A-21 ;' CORRESPONDENCE ADDRESS:
; ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
; STREET: 600 Atlantic Avenue

H CITY: Boston

Alignment Scores:
Pred. No.: 5.25e-103 Length: 274
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STATE: MA
COUNTRY: U.S.A.
zIP: 02210-2211
COMPUTER READABLE FORM:
MEDIUM TYPE: Diskette
COMPUTER: 1IBM Compatible
OPERATING SYSTEM: DOS
SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:
APPLICATION NUMBER: Us/08/978,404B
FILING DATE: 25-NOV-97
CLASSIFICATION: 435
PRIOR APPLICATION DATA:
APPLICATION NUMBER: 60/032,354
FILING DATE: 04-DEC-1996
ATTORNEY/AGENT INFORMATION:
NAME: Plumer, Elizabeth R.
REGISTRATION NUMBER: 36,637
REFERENCE/DOCKET NUMBER: B0801/7090
TELECOMMUNICATION INFORMATION:
TELEPHONE: 617-720-3500
TELEFAX: 617-720-2441
TELEX:
INFORMATION FOR SEQ ID NO: 16:
SEQUENCE CHARACTERISTICS:
LENGTH: 274 amino acids
TYPE: amino acid
STRANDEDNESS: single
TOPOLOGY: linear
MOLECULE TYPE: No. 5968782e

US-08-978-404B-16

Alignment Scores:

Pred. No.: 5.25e-103 Length: 274

Score: 1368.00 Matches: 244

Percent Similarity: 99.59% Conservative: 0

Best Local Similarity: 99.59% Mismatches: 1

Query Match: 93.83% Indels: 0

DB: 2 Gaps: 0

US-09-598-982-20 (1-771) x US-08-978-404B-16 (1-274)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
(RN R AR RR A RN RN PEERTETTECE R e e et irerin)

Db 30 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnValSerLeuArgval 49

Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138

INERARRNREY (EERRERNAN TECLEETERR et bibt it

Db 50 HisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisProGlnTrpVvValLeu 69

Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198
EAERRANE PEECTECEEEEE e bt et bbbt

Db 70 ThrAalaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgvalGlnLeu 89

Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
FEEErerenntl [RARARENAR TEELEEEREER et br e

Db 90 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArgIleIlevValHis 109

Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318
[ARNNARNARRR! [BRERRREEE] (AR RN R RN RN RN

Db 110 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 129

Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378

[RERRARA [REREARRN! [ERRRRAR FLETITL [NRRR

Db 130 valLysvValSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro 149

Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
PEVELETT RN e e b bbb e e e e e by ey re e bbbt

Db 150 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro 169

Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498
RN AN AR N RN R R RN R RN RN RN RN RN R RN AR RN

Db 170 ProProPheProLeuLysGlnValLysValProIleMetGluAsnHisIleCysAspAla 189

Y

Qy 499
Db 190
Qy 559
Db 210
Qy 619
Db 230
Qy 679
Db 250
Qy 739
Db 270
RESULT 5

us-09-598-982-20.n2p.rai

AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG

[ERNRERRRERRRRRRNRNRY! R REE RN R RN RN AR A R RN R RN
LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlleValArgAspAspMetLeu

TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC

AR AR R RN AR RN R R N R R NN N NN RN
CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuValCys

AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG
AR RN R AR RN RN A NN R A R R NN RN R RN NN NN
LysValAsnGlyThrTrpLeuGlnAlaGlyvValvalSerTrpGlyGluGlyCysAlaGln

CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT

[RERERRAR [RENRRRN! AERNRNE! [REERRRAN [RRARRRANE]
ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrplleHisHisTyr

GTCCCCAAAAAGCCG 753
REERRNER I
ValProLysLysPro 274

US-09-016-366A-19
; Sequence 19, Application US/09016366A
; Patent No. 5955431
GENERAL INFORMATION:
APPLICANT: Stevens, Richard L.
APPLICANT: Huang, Chifu
TITLE OF INVENTION: MAST CELL PROTEASE PEPTIDE
TITLE OF INVENTION: INHIBITORS
NUMBER OF SEQUENCES: 65
CORRESPONDENCE ADDRESS:
ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue
CITY: Boston
STATE: MA
COUNTRY: U.S.A.
2IP: 02210-2211
COMPUTER READABLE FORM:
MEDIUM TYPE: Diskette
COMPUTER: IBM Compatible
OPERATING SYSTEM: DOS
SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:
APPLICATION NUMBER: US/09/016,366A
FILING DATE: January 30, 1998
CLASSIFICATION: 530
PRIOR APPLICATION DATA:
APPLICATION NUMBER: 60,037,090
FILING DATE: 05-FEB-1997
ATTORNEY/AGENT INFORMATION:
NAME: Plumer, Elizabeth R.
REGISTRATION NUMBER: 36,637
REFERENCE/DOCKET NUMBER: B0801/7093
TELECOMMUNICATION INFORMATION:
TELEPHONE: 617-720-3500
TELEFAX: 617-720-2441
TELEX:
INFORMATION FOR SEQ ID NO: 19:
SEQUENCE CHARACTERISTICS:
LENGTH: 273 amino acids
TYPE: amino acid
STRANDEDNESS: single
TOPOLOGY: linear

;

Us-

09-016-366A-19
Alignment Scores:
Pred. No. 1.33e-102 Length: 273
Score: 1363.00 Matches: 243
Percent Similarity: 99.18% Conservative: 0
Best Local Similarity: 99.18% Mismatches: 2
Query Match: 93.48% Indels: 0
DB: 2 Gaps: 0

Page
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US-09-598-982-20 (1-771) x US-09-016-366A-19 (1-273)

Qy
Db
Qy
Db
Qy
Db
19
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
oy
Db

RE

us-09-598-982-20.n2p.rai

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78

29

79

49
139

69
199

89
259
109
319
129
379
149
439
169
499
189
559
209
619%
229
679
249
739
269

SULT 6

LEEVERERTr el [AARRRNARRRRRRRRRARRRRE (NARRRRERE
IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval

CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG

AR AN RN NN R AR RN RN R R RN AR RN R RN R RN RN
HisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvalLeu

ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

ARARENA AN RN RN RN RN RN RN RN RN RN RN AY
ThrAlaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgvalGlnLeu

CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

[RANNRAN PEVEREEREERE bbb ey b bbb bbb et
ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIlelIlevalHis

CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG

RERRRNRERERNARARENY! TETETTET (RERERREY TEEETET
ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC

L] { [AARRRRRE POECLEEE et e et
ValAsnvalSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro

CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
[ERARARA (RN R RN AR AN RN RN RN R RN R R RN R AR AR RN
ProGlyMetProCysTrpValThrGlyTrpGlyAspvalAspAsnAspGluArgLeuPro

CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA

[ARRRERN (RN R RN NN RN RN AR RN RN NN RN
ProProPheProLeuLysGlnValLysValProIleMetGluAsnHisIleCysAspAla

AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG
(RNRRNR! (RN R AR RN RN R RN R RN RN R NN NN AR RR AR AN
LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIleValArgAspAspMetLeu

TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
[RERERAN! (AR RN AR RN RN RN RN R RN R R AR NN AR AR RN N A RN RN A
CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys

AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG
AR RN RN RN AR R AR NN RN RN RN RN [RRRERRER
LysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGluGlyCysAlaGln

CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT

[RARARAN! e IRRRRENAN (ARRERENR IRERARANR
ProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrplleHisHisTyr

GTCCCCAAAAAGCCG 753

RERRR 111
ValProLysLysPro 273

US-08-978-404B-14

Sequence 14, Application US/08978404B
Patent No. 5968782

GENERAL INFORMATION:

;
/

i

APPLICANT:
TITLE OF INVENTION:
TITLE OF INVENTION:

Stevens, Richard L.
MAST CELL PROTEASE THAT CLEAVES
FIBRINOGEN

NUMBER OF SEQUENCES: 74
CORRESPONDENCE ADDRESS:

ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue

CITY: Boston

STATE: MA

COUNTRY: U.S.A.

zZI1pP: 02210-2211
COMPUTER READABLE FORM:

MEDIUM TYPE:

Diskette

48
138

258
108
318
128
378
148
438
168
498
188
558
208

618

228
678
248
738

268

COMPUTER:

IBM Compatible

OPERATING SYSTEM: DOS

SOFTWARE :

FastSEQ for Windows Version 2.0

CURRENT APPLICATION DATA:

APPLICATION NUMBER:
FILING DATE:

Us/08/978,404B
25-NOV-97

CLASSIFICATION: 435
PRIOR APPLICATION DATA:

APPLICATION NUMBER:
FILING DATE:

60/032,354
04-DEC-1996

ATTORNEY /AGENT INFORMATION:

NAME :
REGISTRATION NUMBER:
REFERENCE/DOCKET NUMBER:

Plumer, Elizabeth R.
36,637
B0801/7090

TELECOMMUNICATION INFORMATION:

TELEPHONE:
TELEFAX:

617-720-3500
617-720-2441

TELEX:
INFORMATION FOR SEQ ID NO: 14:
SEQUENCE CHARACTERISTICS:

LENGTH:
TYPE:

STRANDEDNESS :
TOPOLOGY :

273 amino acids
amino acid
single
linear

MOLECULE TYPE: No. 5968782e
US-08-978-404B-14

Alignment Scores:

Pred. No.:

Score:

Percent Similarity:
Best Local Similarity:
Query Match:

DB:

1.33e-102 Length: 273
1363.00 Matches: 243
99.18% Conservative: 0
99.18% Mismatches: 2
93.48% Indels: 0
2 Gaps: 0

US-09-598-982-20 (1-771) x US-08-978-404B-14 (1-273)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

19
29
79
49
139
69
199
89
259
109
319

379

149

169
499
189

ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC

PEVEEELEEEEE e et el THEETETN PEEERTTTI
IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval

CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG

[ARENRN PLELEEDL [EERAEAN [ARERRNE! FELLITEL]
HisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisProGlnTrpvValLeu

ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

[REARARNR (AARANSRERRRRARRRRRE PRELERENE et
ThrAlaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgValGlnLeu

CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

PEVLEEETR ettt et e e e e ettt by
ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgllelIlevalHis

CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG

RN AR RN AR RN NN AR NN R AR R NN R AR R RN AR RN RN
ProGlnPheTyrThralaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC

[N REERERRENRERN FEVELETTEEN ey by v bbb et
ValAsnvValSerSerHisvalHisThrvalThrLeuProProAlaSerGluThrPhePro

CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
AR RN NN RN AR N RN R RN RN RN RN RN NN R R RN RN
ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro

CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA

ARARAR RN AR AR RN RN A RN R R RN [RRERARRRREN
ProProPheProLeuLysGlnValLysValProIleMetGluAsnHisIleCysAspAla

AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG
PEVELRIEY T e e re b v e e e eentrbnd [RRARARR! I
LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArgAspAspMetLeu

Page 5
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88

258
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208
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Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
FRAEER T b e e e b e ea e e e ey e

Db 209 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys 228

Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678
[ARNN [ARNRERN [ERERENERN [IERRRRARR (IRRRRNNR!

Db 229 LysValAsnGlyThrTrpLeuGlnAlaGlyvalvValSerTrpGlyGluGlyCysAlaGln 248

Qy 679 OOOv%nooonﬁamooveoe>Ow00006060>006>0a>neeoo>nemm>ennwnovne>a 738
P AR RN RN R A RN RN AR RN RN AN RN AR

Db 249 ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisHisTyr 268

Qy 739 GTCCCCAAAAAGCCG 753
ERRRR [RENAR

Db 269 valProLysLysPro 273

RESULT 7

US-09-016-366A-23
; Sequence 23, Application US/039016366A
; Patent No. 5955431

GENERAL INFORMATION:

APPLICANT: Stevens, Richard L.

APPLICANT: Huang, Chifu

TITLE OF INVENTION: MAST CELL PROTEASE PEPTIDE
TITLE OF INVENTION: INHIBITORS

NUMBER OF SEQUENCES: 65

CORRESPONDENCE ADDRESS:

ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue

CITY: Boston

STATE: MA

COUNTRY: U.S.A.

ZIP: 02210-2211
COMPUTER READABLE FORM:
MEDIUM TYPE: Diskette
COMPUTER: 1IBM Compatible
OPERATING SYSTEM: DOS
SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:
APPLICATION NUMBER: US/09/016,366A
FILING DATE: January 30, 1998
CLASSIFICATION: 530
PRIOR APPLICATION DATA:
APPLICATION NUMBER: 60,037,090
FILING DATE: 05-FEB-1997
ATTORNEY /AGENT INFORMATION:
NAME: Plumer, Elizabeth R.
REGISTRATION NUMBER: 36,637
REFERENCE/DOCKET NUMBER: B0801/7093
TELECOMMUNICATION INFORMATION:
TELEPHONE: 617-720-3500
TELEFAX: 617-720-2441
TELEX:

INFORMATION FOR SEQ ID NO: 23:

SEQUENCE CHARACTERISTICS:

; LENGTH: 267 aming acids

; TYPE: amino acid

H STRANDEDNESS: single

H TOPOLOGY: linear

US-09-016-366A-23

Alignment Scores:

Pred. No.: 4.54e-101 Length: 267
Score: 1344.00 Matches: 241
Percent Similarity: 98.37% Conservative: 0
Best Local Similarity: 98.37% Mismatches: 4
Query Match: 92.18% Indels: 0
DB: 2 Gaps: 0

US-09-598-982-20 (1-771) x US-09-016-366A-23 (1-267)

Qy

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
LTSy RN RN ARRREN RN RERRRNRAE

Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

RE
Us

i

us-09-598-982-20.n2p.rai

23 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG
[NERARR FEVEELE [ARANARAN! (ERRRRNN! 1
43 ArgAspArgTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpVallLeu

139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

(IREERNAR 11 [RRRARERRN [AERERARRN (NRRRRNN 1
63 ThrAlaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgValGlnLeu

199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

PEVPREV R bR e b e et e i e e ety bl
83 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIleIlevalHis

259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG

AN RN NN AN R N AN NN AR RN RN RN RN NN
103 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC

PRERTRER PR e n bbbt n b e bkt 1
123 valLysvValSerSerHisvValHisThrvalThrLeuProProAlaSerGluThrPhePro

379 CCGGGGATGCCGTGCTGGGTCACTGGCTGCGGCGATGTGGACAATGATGAGCGCCTCCCA

FEEETREET et e e e s e bbb e e e ey e er i (R
143 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro

439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA

FCREREERT e e bt e b e ek e b bbb et e e e by eyt
163 ProProPheProLeuLysGlnValLysValProlleMetGluAsnHisIleCysAspAla

499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG

(RRRARN R RN RN RN RN R R R NN AR RN R AR H
183 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevValArgAspAspMetLeu

559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC

I IEERERRE] EERRRREN] [EERRRAN ERERANE I
203 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys

619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG

(RRRR RN RN RN R RN NN R RN AR RN R AR AR R RN AR RN AR RN 111
223 LysValAsnGlyThrTrpLeuGlnAlaGlyvValvalSerTrpGlyGluGlyCysAlaGln

679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT

PEETOLEREL TR e b e e b e et et bbb e (RN
243 ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisHisTyr

739 GTCCCCAAAAAGCCG 753

(LERERRRRERRNRR
263 ValProLysLysPro 267

SULT 8
-08-978-404B-18
Sequence 18, Application US/08978404B
Patent No. 5968782
GENERAL INFORMATION:
APPLICANT: Stevens, Richard L.
TITLE OF INVENTION: MAST CELL PROTEASE THAT CLEAVES
TITLE OF INVENTION: FIBRINOGEN
NUMBER OF SEQUENCES: 74
CORRESPONDENCE ADDRESS:

ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue

CITY: Boston

STATE: MA

COUNTRY: U.S.A.

ZIP: 02210-2211
COMPUTER READABLE FORM:

MEDIUM TYPE: Diskette

COMPUTER: IBM Compatible

OPERATING SYSTEM: DOS

SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:

APPLICATION NUMBER: Us/08/978,4048

Page 6

42
138
62

198
82

258
102
318
122
378
142
438
162
498
182
558
202
618
222
678
242
738

262
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FILING DATE: 25-NOV-97
CLASSIFICATION: 435
PRIOR APPLICATION DATA:
APPLICATION NUMBER: 60/032,354
FILING DATE: 04-DEC-1996
ATTORNEY/AGENT INFORMATION:
NAME: Plumer, Elizabeth R.
REGISTRATION NUMBER: 36,637
REFERENCE/DOCKET NUMBER: B0801/7090
TELECOMMUNICATION INFORMATION:
TELEPHONE: 617-720-3500
TELEFAX: 617-720-2441
TELEX:
INFORMATION FOR SEQ ID NO: 18:
SEQUENCE CHARACTERISTICS:
LENGTH: 267 amino acids
TYPE: amino acid
STRANDEDNESS: single
TOPOLOGY: linear
MOLECULE TYPE: No. 5968782e

US-08-978-404B-18

Alignment Scores:

Pred. No.: 4.54e-101 Length: 267

Score: 1344.00 Matches: 241

Percent Similarity: 98.37% Conservative: 0

Best Local Similarity: 98.37% Mismatches: 4

Query Match: 92.18% Indels: 0

DB: 2 Gaps: 0

0S-09-598-982-20 (1-771) x US-08-978-404B-18 (1-267)

Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
[ [RERRRRAR PEEREEER R e et reiriy

Db 23 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnValSerLeuArgval 42

Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138

AR RN RN RN RN RN RN RN R RN R R AR AR N R RN RN RN

Db 43 ArgAspArgTyrTrpMetHisPheCysGlyGlySerLeuIleHisProGlnTrpvalLeu 62

Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198
[N I (AR R R RN RN RN R A AR R RRRARERANERER

Db 63 ThrAlaAlaHisCysValGlyProAspvalLysAspLeuAlaAlaLeuArgvalGlnLeu 82

Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
(RN RN R RN RN NN R RN RN RN RN ER RN RN R RN RER NN RY!

Db 83 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIleIlevalHis 102

Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318
RN RN R NN R R R R R RN RN RN RN R AR NN RN RN RN

Db 103 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 122

Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378
AR AR AR R R AN R AN AR R A AR RARNRNNEN il

Db 123 valLysValSerSerHisValHisThrvValThrLeuProProAlaSerGluThrPhePro 142

oy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
POVLRETEREEEr it [RERERENR [RRRERRAN 1]

Db 143 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro 162

oy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498
[ (ASRRRAN! AREARERY! INRARARAN ARANERRRERRRNR

Db 163 ProProPheProLeuLysGlnValLysValProIleMetGluAsnHisIleCysAspAla 182

Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558
RN RN R RN A NN R R RN R RN RN AR RR RN

Db 183 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArgAspAspMetLeu 202

Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
AR N R R RN RN RS R RN R R RN R E RN RRRRNA NN AR

Db 203 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys 222

Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678

us-09-598-982-20.n2p.rai

Db 223
Qy 679
Db 243
oy 739
Db 263
RESULT 9

US-08-944-

Page 7

RN RN NN RN R R NN R RN R RN RN AR RN AR [RARRRRER
LysValAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGluGlyCysAlaGln 242

CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738

AR AR RN A AR A A RN RN AR RN AN (RERRRRNAR RN
ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIlleHisHisTyr 262

GTCCCCAAAAAGCCG 753

AEERARARNRERER
ValProLysLysPro 267

483-69

; Sequence 69, Application US/08944483
; Patent No. 6232456

; GENERAL INFORMATION:

; APPLICANT: COHEN, MAURICE

; APPLICANT: COLPITTS, TRACEY L.

; APPLICANT: FRIEDMAN, PAULA N.

; APPLICANT: GRANADOS, EDWARD N.

H APPLICANT: KLASS, MICHAEL R.

H APPLICANT: RUSSELL, JOHN C.

; APPLICANT: STEWART, KENT D.

; APPLICANT: STROUPE, STEVEN D.

; TITLE OF INVENTION: NOVEL SERINE PROTEASE REAGENTS
; TITLE OF INVENTION: AND METHODS USEFUL FOR DETECTING AND TREATING DISEASES
; TITLE OF INVENTION: OF THE PROSTATE

; NUMBER OF SEQUENCES: 76

; CORRESPONDENCE ADDRESS:

; ADDRESSEE: Abbott Laboratories

; STREET: 100 Abbott Park Road

; CITY: Abbott Park

H STATE: 1IL

H COUNTRY: USA

; ZIP: 60064-3500

; COMPUTER READABLE FORM:

H MEDIUM TYPE: Diskette

H COMPUTER: IBM Compatible

; OPERATING SYSTEM: DOS

; SOFTWARE: FastSEQ for Windows Version 2.0
H CURRENT APPLICATION DATA:

H APPLICATION NUMBER: US/08/944,483

; FILING DATE:

H CLASSIFICATION: 424

; PRIOR APPLICATION DATA:

H APPLICATION NUMBER:

; FILING DATE:

; ATTORNEY /AGENT INFORMATION:

; NAME: Becker, Cheryl L.

; REGISTRATION NUMBER: 35,441

; REFERENCE/DOCKET NUMBER: 6183.0S.01
H TELECOMMUNICATION INFORMATION:

; TELEPHONE: 847/935-1729

; TELEFAX: 847/938-2623

H TELEX:

; INFORMATION FOR SEQ ID NO: 69:

; SEQUENCE CHARACTERISTICS:

; LENGTH: 245 amino acids

; TYPE: amino acid

i STRANDEDNESS: single

; TOPOLOGY: linear

; MOLECULE TYPE: No. 6232456e

US-08-944-483-69

Alignment Scores:

Pred. No.: 2.02e-95 Length: 245
Score: 1274.00 Matches: 226
Percent Similarity: 94 .69% Conservative: 6
Best Local Similarity: 92.24% Mismatches: 13
Query Match: 87.38% Indels: 0
DB: 4 Gaps: 0
US-09-598-982-20 (1-771) x US-08-944-483-69 (1-245)
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Qy 19
Db 1
Qy 79
Db 21
Qy 139
Db 41
Qy 199
Db 61
Qy 259
Db 81
Qy 319
Db 101
Qy 379
Db 121
Qy 439
Db 141
Qy 499
Db 161
Qy 559
Db

Qy 619
Db 201
Qy 679
Db 221
Qy 739
Db 241
RESULT 10

ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC

AEEREANEAN RN RE RN RN [RERRERANY (AR R NN
IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvValSerLeuArgval

CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG

RN RN RN R RN NN R AR RN NN R NN R RN R RN R A Y]
ArgAspArgTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvalLeu

ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

11 (RN PRbees b bbbt ety [RRRRRARARERERE]
ThrAlaAlaHisCysLeuGlyProAspvValLysAspLeuAlaThrLeuArgvalGlnLeu

CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

1l PEVRRLEEES LR erd it (AR AR RN AR R RRR AN R REERE
ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIleIlevalHis

CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG

[EARNRANRARE! 1l PURETELI TR et et
ProGlnPheTyrIleIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC
11 il P (KERRRAERNAN! (RERARRE (RN AN ENE]
ValAsnIleSerSerArgvalHisThrvalMetLeuProProAlaSerGluThrPhePro

CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA

Il ENRANAR ARARANE! AERERRERY
ProGlyMetProCysTrpvalThrGlyTrpGlyAspValAspAsnAspGluProLeuPro

CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA

Il PEVELETS TR bbb (ARNRARA AR R AR RARANE!
ProProPheProLeuLysGlnValLysValProIleMetGluAsnHisIleCysAspAla

AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG
RANERR R RN A RN RN R RN N NN R R R R RN AR RN R RN
LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIleIleArgAspAspMetLeu

TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC

(NERRRREER sPErbrvrrrrrrerterrieerrl o
CysAlaGlyAsnSerGlnArgAspSerCysLysGlyAspSerGlyGlyProLeuvValCys

AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG

PREVEEER Y et e e trieel el [NANNRRERARRENE]
LysValAsnGlyThrTrpLeuGlnAlaGlyvValvalSerTrpAspGluGlyCysAlaGln

CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT

il TERERERERY IR L ey et i bbbt er et 111
ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisHisTyr

GTCCCCAAAAAGCCG 753

I (HAREARARE
ValProLysLysPro 245

US-09-016-366A-17
; Sequence 17, Application US/09016366A

H

Patent No. 5955431

GENERAL INFORMATION:
APPLICANT: Stevens, Richard L.
APPLICANT: Huang, Chifu
TITLE OF INVENTION: MAST CELL PROTEASE PEPTIDE
TITLE OF INVENTION: INHIBITORS
NUMBER OF SEQUENCES: 65
CORRESPONDENCE ADDRESS:
ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue
CITY: Boston
STATE: MA
COUNTRY: U.S.A.
2IP: 02210-2211
COMPUTER READABLE FORM:
MEDIUM TYPE: Diskette
COMPUTER: 1IBM Compatible

us-09-598-982-20.n2p.rai Page

78

20

138
40

198
60

258
80

318
100
378
120
438
140
498
160
558
180
618
200
678
220
738

240

i

OPERATING SYSTEM: DOS
SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:
APPLICATION NUMBER: US/09/016,366A
FILING DATE: January 30, 1998
CLASSIFICATION: 530
PRIOR APPLICATION DATA:
APPLICATION NUMBER: 60,037,090
FILING DATE: O05-FEB-1997
ATTORNEY /AGENT INFORMATION:
NAME: Plumer, Elizabeth R.
REGISTRATION NUMBER: 36,637
REFERENCE/DOCKET NUMBER: B0801/7093
TELECOMMUNICATION INFORMATION:
TELEPHONE: 617-720-3500
TELEFAX: 617-720-2441
TELEX:
INFORMATION FOR SEQ ID NO: 17:
SEQUENCE CHARACTERISTICS:
LENGTH: 275 amino acids
TYPE: amino acid
STRANDEDNESS: single
TOPOLOGY: linear
MOLECULE TYPE: protein

US-09-016-366A~17

Alignment Scores:

Pred. No.: 2.07e-95 Length: 275
Score: 1274.00 Matches: 226
Percent Similarity: 94.69% Conservative: 6
Best Local Similarity: 92.24% Mismatches: 13
Query Match: 87.38% Indels: 0
DB: 2 Gaps: 0

US-09-598-982-20 (1-771) x US-09-016-366A-17 (1-275)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
FIECTLIREVT ey ey rert iy [ARENARR [RARARARE
31 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval 50

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138

i (IRNRARA NN AR R R RN R AR RN
51 ArgAspArgTyrTrpMetHisPheCysGlyGlySerLeuIleHisProGlnTrpvalLeu 70

139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198

IKARRARAA] RN RN R R NN NN RN (RERERRRARERRRR
71 ThrAlaAlaHisCysLeuGlyProAspValLysAspLeuAlaThrLeuArgvValGlnLeu 90

199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258

PERRLUEETV e e e b b e e b e et e ey ety et
91 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArgIlelIlevalHis 110

259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318
[RERNRREARRR It TREEEETREr Rty et erebtb et
111 ProGlnPheTyrIleIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 130

319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378

1] R NARNN LA RARARARA] (AR RARR A NN AR AR RN RE]
131 valAsnIleSerSerArgvalHisThrvalMetLeuProProAlaSerGluThrPhePro 150

379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
PREVERTEE R E b ep e e erirrrerr it [AERRR!
151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluProLeuPro 170

439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498

[ERNRARARAR (ARREENE [AREERRRN! [AENARNN! [ARRRANAN
171 ProProPheProLeulysGlnvalLysValProIleMetGluAsnHisIleCysAspAla 190

499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558

RN RN RN A RN RN RN R RN RN RN R AR RN AR RN
191 LysTyrHisLeuGlyAlaTyrThrGlyAspAspvValArgIleIleArgAspaAspMetLeu 210

5593 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
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3

RN RN N RN RN R NN RN

PLEEEEEr e

Db 211 CysAlaGlyAsnSerGlnArgAspSerCysLysGlyAspSerGlyGlyProLeuvalCys 230
Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678
RN RN AR R R NN R N R A RN RN RN (IANNRN RN
Db 231 LysValAsnGlyThrTrpLeuGlnAlaGlyvValvValSerTrpAspGluGlyCysAlaGln 250
Qy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738
[NARARARARARY] [ARRRRARN] PECREETEEE R eyttt
Db 251 ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisHisTyr 270
Qy 739 GTCCCCAAAAAGCCG 753
(RERRRARRNARERR
Db 271 valProLysLysPro 275
RESULT 11

US-08-978-404B-12
; Sequence 12, Application US/08978404B
; Patent No. 5968782

US-08-978-404B-12

GENERAL INFORMATION:

APPLICANT: Stevens, Richard L.

TITLE OF INVENTION: MAST CELL PROTEASE THAT CLEAVES
TITLE OF INVENTION: FIBRINOGEN

NUMBER OF SEQUENCES: 74

CORRESPONDENCE ADDRESS:

ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue

CITY: Boston

STATE: MA

COUNTRY: U.S.A.

ZIP: 02210-2211
COMPUTER READABLE FORM:
MEDIUM TYPE: Diskette
COMPUTER: 1IBM Compatible
OPERATING SYSTEM: DOS
SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:
APPLICATION NUMBER: US/08/978,404B
FILING DATE: 25-NOV-97
CLASSIFICATION: 435
PRIOR APPLICATION DATA:
APPLICATION NUMBER: 60/032,354
FILING DATE: 04-DEC-1996
ATTORNEY /AGENT INFORMATION:
NAME: Plumer, Elizabeth R.
REGISTRATION NUMBER: 36,637
REFERENCE/DOCKET NUMBER: B0801/7090
TELECOMMUNICATION INFORMATION:
TELEPHONE: 617-720-3500
TELEFAX: 617-720-2441
TELEX:

INFORMATION FOR SEQ ID NO: 12:

SEQUENCE CHARACTERISTICS:
LENGTH: 275 amino acids
TYPE: amino acid
STRANDEDNESS: single
TOPOLOGY: 1linear

MOLECULE TYPE: No. 5968782e

Alignment Scores:

Pred. No.: 2.07e-95 Length: 275
Score: 1274.00 Matches: 226
Percent Similarity: 94 .69% Conservative: 6
Best Local Similarity: 92.24% Mismatches: 13
Query Match: 87.38% Indels: 0
DB: 2 Gaps: (o]

US-09-598-982-20 (1-771) x US-08-978-404B-12 (1-275)

oy
Db

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
(RRAREANRRERAN! [RARERRRNT] [RRE RN R ER NN R R AN 11y
31 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnValSerLeuArgval 50

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

RE
us

;

;

;

us-09-598-982-20.n2p.rai

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG

FEREEETTER et e r b b e e b e b ettt et
51 ArgAspArgTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpValLeu

139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

(IERRANE! [REEERARRRNNE! [BER RN RRER AN (RRRRENNRRRRA NN
71 ThralaAlaHisCysLeuGlyProAspvalLysAspLeuAlaThrLeuArgvalGlnLeu

199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC
FErrrnt [RARRARNA [EEARRREN] [RRERRRERR] [RERRR
91 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArgIleIlevalHis

259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG

(ARRERRRERRE! 111 TEREREEE L b e ey rr eyt
111 ProGlnPheTyrIlelIleGlnThrGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC
] RN RE RN PIETETEIETN] RN RN AR RN RN R AR
131 valAsnIleSerSerArgvValHisThrvalMetLeuProProAlaSerGluThrPhePro

379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA

Prererererreertrrereterereerrereenl (NARRRNRRN [RERAR
151 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluProLeuPro

439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA

AR RN R AR RN RN RN RN RN RN N A NN A RN RN R RN RR RN
171 pProProPheProLeulLysGlnvValLysvValProIleMetGluAsnHisIleCysAspAla

499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG

[RERR RN R AR AR RN RN AR AR R R A RN N RN A R R RN RN RN AR
191 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlelleArgAspAspMetLeu

559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
PERERUNE R e eeee e DR ERD R0V b e bERPECLE TPty
211 CysAlaGlyAsnSerGlnArgAspSerCysLysGlyAspSerGlyGlyProLeuValCys

619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG

(NNRRRNN [ARARREEN (AEERANER | (IREN [IRARR
231 LysValAsnGlyThrTrpLeuGlnAlaGlyValvValSerTrpAspGluGlyCysAlaGln

679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT
REERRE RN NN AR R A RN NN R AR RN N AR R AR R AR [ARNRR!
251 ProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrpIlleHisHisTyr

739 GTCCCCAAAAAGCCG 753

(AENRRRARNRRRER
271 valProLysLysPro 275

SULT 12

-09-016-366A-15

Sequence 15, Application US/09016366A

Patent No. 5955431

GENERAL INFORMATION:
APPLICANT: Stevens, Richard L.
APPLICANT: Huang, Chifu
TITLE OF INVENTION: MAST CELL PROTEASE PEPTIDE
TITLE OF INVENTION: INHIBITORS
NUMBER OF SEQUENCES: 65
CORRESPONDENCE ADDRESS:

ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue

CITY: Boston

STATE: MA

COUNTRY: U.S.A.

ZIP: 02210-2211
COMPUTER READABLE FORM:

MEDIUM TYPE: Diskette

COMPUTER: IBM Compatible

OPERATING SYSTEM: DOS

SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:

APPLICATION NUMBER: Us/09/016,366A

Page 9
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H FILING DATE: January 30, 1998
; CLASSIFICATION: 530

H PRIOR APPLICATION DATA:

; APPLICATION NUMBER: 60/037,090
; FILING DATE: 05-FEB-1997

; ATTORNEY/AGENT INFORMATION:

; NAME: Plumer, Elizabeth R.

; REGISTRATION NUMBER: 36,637

; REFERENCE/DOCKET NUMBER: B0801/7093
H TELECOMMUNICATION INFORMATION:

H TELEPHONE: 617-720-3500

H TELEFAX: 617-720-2441

H TELEX:

;  INFORMATION FOR SEQ ID NO: 15:

; SEQUENCE CHARACTERISTICS:

; LENGTH: 276 amino acids

: TYPE: amino acid

; STRANDEDNESS: single

; TOPOLOGY: linear

H MOLECULE TYPE: protein

US-09-016-366A-15

Alignment Scores:

Pred. No.: 1.05e-80 Length: 276
Score: 1092.00 Matches: 192
Percent Similarity: 84.80% Conservative: 20
Best Local Similarity: 76.80% Mismatches: 36
Query Match: 74.90% Indels: 2
DB: 2 Gaps: 1

US-09-598-982-20 (1-771) x US-09-016-366A-15 (1-276)

Qy 4 CCCCTCGAGAAAAGA------ ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCC
Db 25 Mh%>wm>m=mmmwhw<mwmpmW»%&%Hmw%mb%mwmmthH%mmHOHcw%w%<w%%%wm%
Qy 58 TGGCAGGTGAGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTC
Db 45 %nv%hh@%hwwhwm:>novzmr<mhmc>m=%bh%hwmMm:wmwb%m“mebmwa%hM%h
Qy 118 ATCCACCCCCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTG
Do 65 TLehieProGinTIpVAlLOUThrALAALAHIsCYAVALELyP oK ST oLy SSerPED
Qy 178 GCCGCCCTCAGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCG
Db 85 oH:rm:mrm%MW&mHoHFﬁwﬁﬁhwm%:OHsmmmh%w%bhe<now<wwwmbhbmcrmhmmw
Qy 238 men>mn>mm>en>eOmHGO>OOO>OVQHHOH>O>OOOOOOwnbeOODyOOOQ>O>HOOOO

AN [ARRRA : (RRRERNE [ERARAR bl
Db 105 rm:»wswanHm<mw<mHmHmmnomHmewﬁewnevnwwmmH=0H<0H<v~wwmb<m~wwm

Qy 298 OeOOHOOFOOAmo>omwmnoomemw>moenenOwmOO>OOHOO>O>OQOHO>OOOHOOOO

(ARRRRRNARRRRNA] [RERRR [RERRREEERRR! I Tl (RN
UU me bmcrmsowcrm:mwc<mwmﬁo<mH>m:<mwmmnerﬁmvmHwomwmmHoHpmmmﬁro:vﬂo

Qy 358 CCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTG

RN AR RN AR NN RAREY [RANERARARNRENRAREE [N
Db 145 ProAlaSerGluThrPheProProGlyThrSerCysTrpvValThrGlyTrpGlyAspIle

Qy 418 O>O>>Hm>eo>m00008000>00000}HHHonanembwoovomeQ>>OQHOOOO>H>>HO

[RERRRERR FOLELEURU R e e LETETE e b et b IRE
Db 165 >mvym=bw@mwcmn0bmcwﬁonﬂomnoe<nmworm:r<mowz<ﬂ~h<m<mHvHOHH®<mH

Qy 478 GAAAACCACATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGC

I Il [ARREARAL 11 RERARANERARAEN
Db 185 GluAsnSerLeuCysAspArgLysTyrHisThrGlyLeuTyrThrGlyAspAspPhePro

Qy 538 ATCGTCCGTGACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGAC

TEn 11 TR EEEEe e e et el [RERR
Db 205 IlevValHisAspGlyMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAsp

Qy 598 TCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGC

us-09-598-982-20.n2p.rai Page
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ATV RT et FVEVTEEE TR bbbt

Db 225 SerGlyGlyProLeuValCysLysValLysGlyThrTrpLeuGlnAlaGlyvValvalSer 244
Qy 658 TGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTAC 717
FEEEPER R e et bt r bbb e e 0ot b ey e
Db 245 TrpGlyGluGlyCysAlaGlnProAsnLysProGlyIleTyrThrArgvalThrTyrTyr 264
Qy 718 eeOOVoemo>aon>00>0e>eoeonoo>$> 747
(ARNRRNAR Il 11 I
bb 265 rmsyvaHvHHmmpm»Hoe<a<mHnuoowc 274
RESULT 13
US-08-978-404B-21

H

;

;

Sequence 21, Application US/08978404B
Patent No. 5968782

GENERAL INFORMATION:
APPLICANT: Stevens, Richard L.
TITLE OF INVENTION: MAST CELL PROTEASE THAT CLEAVES
TITLE OF INVENTION: FIBRINOGEN
NUMBER OF SEQUENCES: 74
CORRESPONDENCE ADDRESS:
ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
STREET: 600 Atlantic Avenue
CITY: Boston
STATE: MA
COUNTRY: U.S.A.
ZIP: 02210-2211
COMPUTER READABLE FORM:
MEDIUM TYPE: Diskette
COMPUTER: IBM Compatible
OPERATING SYSTEM: DOS
SOFTWARE: FastSEQ for Windows Version 2.0
CURRENT APPLICATION DATA:
APPLICATION NUMBER: US/08/978,404B
FILING DATE: 25-NOV-97
CLASSIFICATION: 435
PRIOR APPLICATION DATA:
APPLICATION NUMBER: 60/032,354
FILING DATE: 04-DEC-1996
ATTORNEY/AGENT INFORMATION:
NAME: Plumer, Elizabeth R.
REGISTRATION NUMBER: 36,637
REFERENCE/DOCKET NUMBER: B0801/7090
TELECOMMUNICATION INFORMATION:
TELEPHONE: 617-720-3500
TELEFAX: 617-720-2441
TELEX:
INFORMATION FOR SEQ ID NO: 21:
SEQUENCE CHARACTERISTICS:
LENGTH: 276 amino acids
TYPE: amino acid
STRANDEDNESS: single
TOPOLOGY: linear
MOLECULE TYPE: No. 5968782e

US-08-978-404B-21

Alignment Scores:

Pred. No.: 1.05e-80 Length: 276

Score: 1092.00 Matches: 192

Percent Similarity: 84.80% Conservative: 20

Best Local Similarity: 76.80% Mismatches: 36

Query Match: 74.90% Indels: 2

DB: 2 Gaps: 1

US-09-598-982-20 (1-771) x US-08-978-404B-21 (1-276)

Qy 4 CCCCTCGAGAAAAGA------ ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCC 57
R RN ARERARRRRNE (BRRAR Lherrrrerent

Db 25 ProAlaAsnGlnArgValGlyIlevValGlyGlyHisGluAlaSerGluSerLysTrpPro 44

Qy 58 TGGCAGGTGAGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTC 117
[RRRREEARE I [AERR! (AN REERERN

Db 45 TrpGlnValSerLeuArgPheLysLeuAsnTyrTrpIleHisPheCysGlyGlySerLeu 64

10
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Qy 118
Db 65
Qy 178
Db 85
Qy 238
Db 105
Qy 298
Db 125
Qy 358
Db 145
Qy 418
Db 165
Qy 478
Db 185
Qy 538
Db 205
Qy 598
Db 225
Qy 658
Db 245
Qy 718
Db 265
RESULT 14
UsS-08-978-

>enn>nn0on>mHmOoHOOam>OOﬂonnoomnoamooeomm>oomo>omenybom>eneo
PIREREURERE R ety ey : H
IleHisProGlnTrpvalLeuThrAlaAlaHisCysValGlyProHisIleLysSerPro

GCCGCCCTCAGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCG
FERYRUTREE RN e bbb [RARNRRARARE!
GlnLeuPheArgvalGlnLeuArgGluGlnTyrLeuTyrTyrGlyAspGlnLeuLeuSer

GTCAGCAGGATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCC
NN RN RN R NN [ARRBARREREERRY
LeuAsnArgIlevValvalHisProHisTyrTyrThrAlaGluGlyGlyAlaAspvalala

Oeone00>nnenmwoo>mODOOHQ>>®Oena00»OOOvomenovowomaeownnoemooo
[AERRRRNERN | ERAR LEERAK
bmcrmcmwcrmcoHc<wHvno<mwwmn<mwmmﬂernmvmmempmvnoHHmmermcmno

CCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGCTGCTGGGTCACTGGCTGGGGCGATGTG

AREERRARE! [RERRRENA PEEEEE R bty
ProAlasSerGluThrPheProProGlyThrSerCysTrpvValThrGlyTrpGlyasplIle

m>0»>am»eo>onooneooo>oomon>eeeOnenem>>oo>moeo»>omeonon>e>>em
[ARARARRRREEI R RN R R RN RN R RN RN RN R R A RN RN RN AR AR
AspAsnAspGluProLeuProProProTyrProLeuLysGlnvalLysvalProIleval

GAAAACCACATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGC
LHELEL RS NRRRN (ARERRRAN] 111 RERNRENREY |
GluAsnSerLeuCysAspArgLysTyrHisThrGlyLeuTyrThrGlyAspAspPhePro

ATCGTCCGTGACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGAC

[BARAR! 11 (AR RN RN RN RN RN R NN R RN R RR AR RN
IlevalHisAspGlyMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAsp

TCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGC

AR AR A AR AR AR RN RN R FORRELEET eyt
SerGlyGlyProLeuvalCysLysValLysGlyThrTrpLeuGlnAlaGlyvalvalSer

TGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTAC
AR RN R RN AN RN RN RN R RN R RN AR NN
TrpGlyGluGlyCysAlaGlnProAsnLysProGlyIleTyrThrArgvalThrTyrTyr

eemo>0enmbeon>00>ﬂereoeooon>>> 747

[ARRARRRNRRERRA] [RRRRRE
rmc>mueanHmmvwwﬂme<ﬁ<mwmﬂomwc 274

404B-8

; Sequence 8, Application US/08978404B

; Patent No.

5968782

; GENERAL INFORMATION:

; APPLICANT:
; TITLE OF INVENTION:
H TITLE OF INVENTION

Stevens, Richard L.
MAST CELL PROTEASE THAT CLEAVES
FIBRINOGEN

; NUMBER OF SEQUENCES: 74
; CORRESPONDENCE ADDRESS:

; ADDRESSEE: Wolf, Greenfield & Sacks, P.C.
; STREET: 600 Atlantic Avenue

; CITY: Boston

; STATE: MA

; COUNTRY: U.S.A.

i Z1P: 02210-2211

; COMPUTER READABLE FORM:

H MEDIUM TYPE:
H COMPUTER:

Diskette
IBM Compatible

: OPERATING SYSTEM: DOS

; SOFTWARE::

FastSEQ for Windows Version 2.0

i CURRENT APPLICATION DATA:

; APPLICATION NUMBER:
; FILING DATE:

Us/08/978,404B
25-NOV-97

i CLASSIFICATION: 435
; PRIOR APPLICATION DATA:

H APPLICATION NUMBER:
; FILING DATE:

60,032,354
04-DEC-1996

us-09-598-982-20.n2p.rai

177
84

237
104
297
124
357

537
204
597
224
657
244
717

264

ATTORNEY /AGENT INFORMATION:
NAME: Plumer, Elizabeth R.

REGISTRATION NUMBER:
REFERENCE/DOCKET NUMBER:

36,637
B0801/7090

TELECOMMUNICATION INFORMATION:

TELEPHONE :
TELEFAX:

617-720-3500
617-720-2441

TELEX:
INFORMATION FOR SEQ ID NO: 8:
SEQUENCE CHARACTERISTICS:

H LENGTH: 270 amino acids

; TYPE: amino acid

; STRANDEDNESS: single

; TOPOLOGY: linear

H MOLECULE TYPE: No. 5968782e

US-08-978-404B-8

Alignment Scores:

Pred. No.: 2.48e-79 Length: 270
Score: 1075.00 Matches: 188
Percent Similarity: 84.77% Conservative: 18
Best Local Similarity: 77.37% Mismatches: 37
Query Match: 73.73% Indels: 0
DB: 2 Gaps: 0

US-09-598-982-20 (1-771) x US-08-978-404B-8 (1-270)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

19

26

79

46
139

66
199

86
259
106
319
126
379
146
439
166
499
186
559
206
619
226

679

ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC

[IRERERAR [BARNRRERERE! AN RN RN R RN RN R R RN RN RN N
IlevalGlyGlyGlnGluAlaProGlyAsnLysTrpProTrpGlnvalSerLeuArgala

0>000000$Hb0%®0>&00b0HHOHQOOOQOQOHOOOHO>HOO>OOOOO}OHODOHQO&Q

RRERN PEOETER et bttt e et
>m:oHce:ne%a&au»am:Pmm:mo<moH<onmmnrmcHHmmwmwnoawzewv<mwrm:

ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

[AREERRAR! [ARARARARERE P 1 sl
ThrAlaAlaHisCysValGlyProThrIleAlaAspProAsnLysValArgvValGlnLeu

CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

(AR RS R RN ANAN 11 [ARERR [ANRRERRRRRRNN] RN
ArgLysGlnTyrLeuTyrTyrHisAspHisLeuLeuAlaValSerArgIleIleThrHis

CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG

111 RENAR 111 [ARAERRERNN [RRERRRE! HEN 111
ProThrPheTyrAlaThrGinAsnGlyAlaAspIleAlaLeuLeuGluLeuLysAsnPro

Oeﬂ>wmmHOH00>OOODOOHOO?O>OOOHO>OOOaOOOOOOHOOOHO>Q}O>OOHHOOOO

11 HER IANRRRREERN! RN RN RN RN R RN AR AR
<mwww:HHmmm~mmh=Hw<mHmwmvHo<mHmerm:wMOmHomewmnmH:erﬂm:mvno

CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA

[ [AARREARN AR RARA R AN RARRE| [REERR
SerGlyThrLeuCysTrpvalThrGlyTrpGlyAsnIleAspAsnAspValSerLeuPro

Onmﬂowaqeoﬁqoeobwmo>QOHO>>0OHOOOO>H}$HQO$>>>OO>O$@GeOeO>OQO$

[LARRRRERY et
vnowuov:mvﬁormcrwmmwc<mHoH:<mHmHo<mH<mwowc>ms0~:rmco<m>wvrmc

AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG

[ARARARRA b [REE R R R RN R RS RN RERR NN NNRR
LysTyrHisLysGlyValTyrThrGlyAspAsnIleHisIleValArgAspAspMetLeu

TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
[RERNRRERERE! AR RN R RN RN R RN RN RN RN RN N
CysAlaGlyAsnGluGlyHisAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys

AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG

[EREARARRY] PEEUREREITEE PRt eernrnrrerrrennrn
LysValAsnGlyThrTrpLeuGlnAlaGlyValvValSerTrpGlyGluGlyCysAlaLeu

CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT
R RN RN RN R RN R R RN NN N AR RN B IH

Page 11
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Db 246 ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisArgTyr 265 Qy 175 CTGGCCGCCCTCAGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTG 234
s PLRTRV R R b ee s b ees LDETRTITL Mt [RR R
Qy 739 GTCCCCAAA 747 Db 81 ProAsnLysValArgvalGlnLeuArgLysGlnTyrLeuTyrTyrHisAspHisLeuMet 100
FrErerin

Db 266 vValProLys 268 Qy 235 CCGGTCAGCAGGATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATC 294
IR EEEER RN | | RN 111 (RRERNER

RESULT 15 Db 101 ThrvalSerGlnIleIleThrHisProAspPheTyrIlevalGlnAspGlyAlaAspIle 120

US-08-978-404B-3

; Sequence 3, Application US/08978404B Qy 295 OOOO%OOHOQ>OOHmm>mmeonmoeo>>QOHOHOO>QOO&OQHOD>O>OQQHO>OOOHO 354

; Patent No. 5968782 [IRRRRRAR! bl RN 1l [N

;  GENERAL INFORMATION: Db 121 >Hmro:rmcrwmrmcazn>m:0n0<mw>m=memmhwmve<u<mympmvno<mwwﬁorm: 140

; APPLICANT: Stevens, Richard L.

H TITLE OF INVENTION: MAST CELL PROTEASE THAT CLEAVES Qy 355 CCCCCTGCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGAT 414

; TITLE OF INVENTION: FIBRINOGEN AERRRENRRR RN AR ARNRNRE 11 RN RN

; NUMBER OF SEQUENCES: 74 Db 141 ProProAlaSerGluThrPheProSerGlyThrLeuCysTrpValThrGlyTrpGlyAsn 160

H CORRESPONDENCE ADDRESS:

H ADDRESSEE: Wolf, Greenfield & Sacks, P.C. Qy 415 GTGGACAATGATGAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATA 474

; STREET: 600 Atlantic Avenue . RN LRV e e s et bes s PR En g

; CITY: Boston Db 161 IleAspAsnGlyValAsnLeuProProProPheProLeuLysGluvValGlnvalProIle 180

; STATE: MA

; COUNTRY: U.S.A. . Qy 475 >HOO>>Q>OO>O>HQa0e0>000>>>>awn0>009e000000470>0000>0>OO>OOHO 534

i ZIP: 02210-2211 : SIEENTI [AERRRNRR (KR (IRNERRRR AR

H COMPUTER READABLE FORM: Db 181 menwcbmnmwmrmcn<m>mﬁb@;b%mg%HmHmr%mmw<rmCHHme=HoH<>m@bm=<mH 200

; MEDIUM TYPE: Diskette

H COMPUTER: 1IBM Compatible Qy 535 CGCATCGTCCGTGACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGC 594

; OPERATING SYSTEM: DOS FELVIREETEI R et be (EERRRNRRRRRNRR

; SOFTWARE: FastSEQ for Windows Version 2.0 Db 201 HisIleValArgAspAspMetLeuCysAlaGlyAsnGluGlyHisAspSerCysGlnGly 220

; CURRENT APPLICATION DATA:

H APPLICATION NUMBER: US/08/978,404B Qy 595 GACTCCGGAGGGCCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTC 654

; FILING DATE: 25-NOV-97 PEETVIV PR TR E ity AR RN RA RN RAN

; CLASSIFICATION: 435 Db 221 AspSerGlyGlyProLeuvValCysLysValGluAspThrTrpLeuGlnAlaGlyvalval 240

; PRIOR APPLICATION DATA:

H APPLICATION NUMBER: 60/032,354 Qy 655 AGCTGGGGCGAGGGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTAC 714

H FILING DATE: 04-DEC-1996 [REERRNER [RERRRERE! LR [EERNRERN REENRNRR

H ATTORNEY /AGENT INFORMATION: Db 241 SerTrpGlyGluGlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyr 260

B NAME: Plumer, Elizabeth R.

H REGISTRATION NUMBER: 36,637 Qy 715 TACTTGGACTGGATCCACCACTATGTCCCCAAA 747

; REFERENCE/DOCKET NUMBER: B0801/7090 (ARRRRRER NERARERE] (NEREREN]

; TELECOMMUNICATION INFORMATION: Db 261 TyrLeuAspTrplleHisHisTyrValProLys 271

; TELEPHONE: 617-720-3500
; TELEFAX: 617-720-2441

; TELEX: Search completed: January 31, 2003, 07:00:10 -
;  INFORMATION FOR SEQ ID NO: 3: Job time : 22.5 secs

H SEQUENCE CHARACTERISTICS:

; LENGTH: 273 amino acids

; TYPE: amino acid

; STRANDEDNESS: single

; TOPOLOGY: linear

i MOLECULE TYPE: No. 5968782e
US-08-978-404B-3

Alignment Scores:

Pred. No.: 7.07e-78 Length: 273
Score: 1057.00 Matches: 189
Percent Similarity: 82.07% Conservative: 17
Best Local Similarity: 75.30% Mismatches: 43
Query Match: 72.50% Indels: 2
DB: 2 Gaps: 1

US-09-598-982-20 (1-771) x US-08-978-404B-3 (1-273)

Qy 1 GGGCCCCTCGAGAAAAGA------ ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGG 54
[IRARR! it EEEEErree ey RN AN

Db 21 GlyProAlaMetThrArgGluGlyIlevalGlyGlyGlnGluAlaHisGlyAsnLysTrp 40

Qy 55 000eOOO?OG%OPQOneowo»0a00>OQQ000PHPOemo>emo>oeeoemnnom990600 114

ARERRNARARY PEDRLRLRLEY et
Db 41 vHoaHvoH=<mHmmﬁrmcyhaywm»m:»m@e:newﬁanvzmnmHmv:mnmmmwwmw<mmn 60

Qy 115 CTCATCCACCCCCAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGAT 174
(RN AR AR A NN RN AR Y] PEVERERTENILT] I
Db 61 LeulleHisProGlnTrpvValLeuThrAlaAlaHisCysvValGlyProAspvalalaAsp 80
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GenCore version 5.1.3
Copyright (c) 1993 - 2003 Compugen Ltd.

OM nucleic - protein search, using frame_plus_n2p model
Run on: January 31, 2003, 05:24:20 ; Search time 46 Seconds

(without alignments)
4466.793 Million cell updates/sec

Title: US-09-598-982-20
perfect score: 1458
Sequence: 1 gggcccectcgagaaaagaat .cgtgaagcggecgecegtegt 771

Scoring table: BLOSUM62

Xgapop 10.0 , Xgapext 0.5
Ygapop 10.0 , Ygapext 0.5
Fgapop 6.0 , Fgapext 7.0
Delop 6.0 , Delext 7.0
Searched: 908470 seqs, 133250620 residues
Total number of hits satisfying chosen parameters: 1816940

Minimum DB seq length: 0
Maximum DB seq length: 2000000000

Post-processing: Minimum Match 0%
Maximum Match 100%
Listing first 45 summaries

Command line parameters:

-MODEL=frame+_n2p.model -DEV=xlh

-Q=/cgn2_1/USPTO_spool /US09598982/runat_27012003_073715_19505/app_query.fasta_1.967
-DB=A_Geneseq_101002 -QFMT=fastan -SUFFIX=n2p.rag -MINMATCH=0.1 -LOOPCL=0
~LOOPEXT=0 -UNITS=bits -START=1 -END=-1 -MATRIX=blosumé62 -TRANS=human40.cdi
~LIST=45 -DOCALIGN=200 -THR_SCORE=pct -THR_MAX=100 -THR_MIN=0 -ALIGN=15
-MODE=LOCAL -OUTFMT=pto -NORM=ext -HEAPSIZE=500 -MINLEN=0 ~MAXLEN=2000000000
-USER=US09598982_@CGN_1_1_0_@runat_27012003_073715_19505 -NCPU=6 -ICPU=3
-NO_XLPXY -NO_MMAP -LARGEQUERY -NEG_SCORES=0 -WAIT -LONGLOG -DEV_TIMEOUT=120
-WARN_TIMEOUT=30 -THREADS=1 -XGAPOP=10 -XGAPEXT=0.5 -FGAPOP=6 -FGAPEXT=7
-YGAPOP=10 -YGAPEXT=0.5 -DELOP=6 -DELEXT=7

Database : A_Geneseq_101002:*
1 /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1980 . DAT: *
:  /SIDS2/gcgdata/geneseq/geneseqp-embl /AA1981 .DAT: *
/SIDS2/gcgdata/geneseq/geneseqp-embl /AA1982 . DAT: *
/SIDS2/gcgdata/geneseq/geneseqp-embl/AA1983 .DAT: *
/81IDS2/gcgdata/geneseq/geneseqp-embl /AA1984 . DAT: *
/SIDS2/gcgdata/geneseq/geneseqp-embl /AA1985 .DAT : *
:  /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1986 .DAT: *
/SIDS2/gcgdata/geneseqg/geneseqp-embl /AA1987 .DAT: *
/SIDS2/gcgdata/geneseq/geneseqgp-embl/AA1988 . DAT: *
10: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1989.DAT:
11: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1990.DAT:
12: /SIDS2/gcgdata/geneseqg/geneseqp-embl/AA1991.DAT:
13: /sSIDS2/gcgdata/geneseq/geneseqp-embl/AA1992.DAT:
14: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1993.DAT:
15: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1994 .DAT:
16: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1995,.DAT:
17: /SIDS2/gcgdata/geneseq/genesegp-embl/AA1996 .DAT:
18: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA1997 .DAT:
19: /SIDS2/gcgdata/geneseq/genesegp-embl/AA1998.DAT:
20: /SIDS2/gcgdata/geneseq/genesegp-embl/AA1999 .DAT:
21: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA2000.DAT:
22: /SIDS2/g9cgdata/geneseq/genesegp-embl/AA2001.DAT:
23: /SIDS2/gcgdata/geneseq/geneseqp-embl/AA2002.DAT:

WOV & W

* % % % % % % % F F 2k F Ok *

Pred. No. is the number of results predicted by chance to have a
score greater than or equal to the score of the result being printed,
and is derived by analysis of the total score distribution.
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SUMMARIES
%
Result Query
No. Score Match Length DB ID Description
1 1393 95.5 249 23 AAU12009 Human beta-II tryp
2 1388 95.2 249 23 AAU12017 Human beta-II tryp
3 1387 95.1 249 21 AAY55011 Human beta-tryptas
4 1387 95.1 249 23  AAU12007 Recombinant human
5 1384 94.9 249 23 AAU12011 Human beta-II tryp
6 1384 94.9 249 23 AAU12012 Human beta-II tryp
7 1382 94.8 249 23  AAU12006 Human beta-I trypt
8 1379 94.6 249 23 AAU12010 Human beta-II tryp
9 1379 94.6 249 23 AAU12019 Human beta-II tryp
10 1379 94 .6 249 23 AAU12020 Human beta-II tryp
11 1374 94.2 245 23  AAU12013 Human beta-II tryp
12 1374 94.2 249 23 AAU12018 Human beta-II tryp
13 1369 93.9 245 23 AAU12021 Human beta-II tryp
14 1368 93.8 245 23  AAU12008 Recombinant human
15 1368 93.8 274 19 AAW64240 Human mast cell tr
16 1368 93.8 274 19 AAW63175 Human mast cell tr
17 1365 93.6 245 23 AAU12015 Human beta-II tryp
18 1365 93.6 245 23 AAU12016 Human beta-II tryp
19 1363 93.5 245 21 AAY55010 Human beta-tryptas
20 1363 93.5 245 23 AAU12005 Human mature beta-
21 1363 93.5 273 19 AAW64238 Human mast cell tr
22 1363 93.5 273 19 AAW63174 Human mast cell tr
23 1361 93.3 244 20 AAY25925 Human lung mast ce
24 1360 93.3 245 23 AAU12014 Human beta-II tryp
25 1360 93.3 245 23  AAU12023 Human beta-II tryp
26 1360 93.3 245 23 AAU12024 Human beta-II tryp
27 1355 92.9 245 23 AAU12022 Human beta-II tryp
28 1344 92.2 267 19 AAW64241 Human mast cell tr
29 1344 92.2 267 19 AAW63176 Human mast cell tr
30 1344 92.2 267 23 AAUB4360 Protein TPS2 diffe
31 1329 91.2 691 23 AAE14348 Human protease PRT
32 1274 87 .4 275 19 AAW64237 Human mast cell tr
33 1274 87.4 275 19 AAW63173 Human mast cell tr
34 1092 74.9 276 19 AAW64242 Murine mast cell p
35 1092 74.9 276 19 AAW63172 Mouse mast cell pr
36 1077 73.9 276 23 ABB05437 Mouse mast cell pr
37 1075 73.7 270 19 AAW64239 Gerbil homologue o
38 1057 72.5 273 19 AAW64233 Murine mMCP-7 zymo
39 1057 72.5 310 23 AAE14343 Human protease PRT
40 1055 72.4 274 19 AAW64234 Rat homologue of m
41 1039 71.3 273 19 AAW64235 Rat homologue of m
42 1006 69.0 275 21 AAYB1826 Pig lung protease.
43 702 48.1 190 20 AAW68539 Amino acid sequenc
44 698 47.9 190 20 AAW68540 Amino acid sequenc
45 684.5 46.9 269 19 AAW64236 Canine homologue ©
ALIGNMENTS
RESULT 1
AAU12009
ID AAU12009 standard; Protein; 249 AA.
XX
AC AAU12009;
XX
DT 09-APR-2002 (first entry)
XX
DE Human beta-II tryptase active site mutant H44A #1.
XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
KW enzyme; mutant; mutein.

XX -

0Ss Homo sapiens.

0s Synthetic.

XX

PN W0200198470-A2.

XX

PD 27-DEC-2001.
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XX

PF 20-JUN-2001; 2001WO-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20775.

XX .

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Claim 8; Page 84-85; 126pp; English.

XX

cc The present invention relates to recombinant human proteolytic

cc tryptases, active site mutants of these tryptases and the methods for
cC producing these. The method involves the production of a DNA expression
cc construct comprising a promoter operably linked to a secretion signal
cC sequence which is operably linked to a DNA sequence encoding a

cc proteolytic tryptase with an active site mutation (the construct drives
cc expression of a mature proteolytic' tryptase that lacks enzymatic activity
cc due to the active site mutation, in hosts transformed to contain the
cC construct). The method is useful for producing enzymatically-active
cc beta-II tryptase. The active site mutants of proteolytic tryptase provide
cc a tool to investigate the structural and functional properties of the
cc protease and its enzymatic activity, and for modelling studies. The
cc enzymatically-active, recombinant proteolytic tryptase produced are
cc useful as an antigen to generate anti-human tryptase antibodies

cc and in drug screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant
cC human beta-II tryptase active site mutants.

XX

SO Sequence 249 AA;

Alignment Scores:

Pred. No.: 1.43e-97 Length: 249

Score: 1393.00 Matches: 249

Percent Similarity: 100.00% Conservative: 0

Best Local Similarity: 100.00% Mismatches: 0

Query Match: 95.54% Indels: 0

DB: 23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12009 (1-249)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66

(RN R AN AR RN R R R R RN RN RN RN NN
1 LeuGluLysArgIlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126

Frecrererierererersrrrsrtererertrrerer ey rrrreririreet i
21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisPro 40

127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186

[ERRRANA Prrrrrrererrre e e rir e et b e e et
41 GlnTrpvalLeuThrAlaAlaAlaCysValGlyProAspvValLysAspLeuAlaAlaLeu 60

187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246
Perenrtd [RARERENN (NERRERAN] (ANRRRREN] RERRARE]
61 ArgvalGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArg 80

247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306

(BRAREARN PECRERTI VRt et et bbb et
81 IlelIlevalHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu 100

307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366

PELEEEEERE R e e e bbb e bbb e b e e e el
101 LeuGluGluProvalLysValSerSerHisValHisThrvalThrLeuProProAlaSer 120

367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426

us-09-598-982-20.n2p.rag
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(AERARRERRRRERER [AERRARAR FEHELLT [AERERNAR 1
Db 121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspvValAspAsnAsp 140

oy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC 486

(NERAR AR A AR AN AR R AR A RN AN N NN NN NN R AR AN RN RN AR
Db 141 GluArgLeuProProProPheProLeuLysGlnValLysValProIleMetGluAsnHis 160

Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546

AR RN AR R R AR RN NN R NN RN AR RN R RN RN R R AR RN
Db 161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspvValArgIlevalArg 180

Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606

PRCEEREb e rerirrerebererrirrerbrerrererent
Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGly 200

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666

AR RN RN RN RN RN RN RN RN R R R AR RN NN RN RN NN RN RN
Db 201 ProLeuValCysLysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726

PEVEREEEererr ettt b et et r e et e e e e et ettt
bb 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrp 240

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
[JEN [BARRNNN [ARARN

Db 241 IleHisHisTyrvValProLysLysPro 249
RESULT 2

AAU12017

ID ARU12017 standard; Protein; 249 AA.
XX

AC AAU12017;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-II tryptase active site mutant H44A #3.
XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
KW enzyme; mutant; mutein.

XX

0s Homo sapiens.

0os Synthetic.

XX

PN  WO200198470-A2.

XX

PD  27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.
XX

PR 21-JUN-2000; 2000US-0598982.
XX

PA  (PROM-) PROMEGA CORP.

XX

-PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR  WPI; 2002-114578/15.

DR N-PSDB; AAS20783.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Claim 8; Page 105-106; 126pp:; English.

XX

cC The present invention relates to recombinant human proteolytic

cC tryptases, active site mutants of these tryptases and the methods for
cC producing these. The method involves the production of a DNA expression
cc construct comprising a promoter operably linked to a secretion signal
cc sequence which is operably linked to a DNA sequence encoding a

cc proteolytic tryptase with an active site mutation (the construct drives
cc expression of a mature proteolytic tryptase that lacks enzymatic activity
cc due to the active site mutation, in hosts transformed to contain the

cc construct). The method is useful for producing enzymatically-active
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cC
cc
cc
cC
cC
cc
cc
cc
XX
SQ

beta-II tryptase. The active site mutants of proteolytic tryptase provide

us-09-598-982-20.n2p.rag

a tool to investigate the structural and functional properties of the
protease and its enzymatic activity, and for modelling studies. The

enzymatically-active,

useful as an antigen to generate anti-human tryptase antibodies
and in drug screening for compounds which act as tryptase inhibitors,
antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant

human beta-II tryptase active site mutants.

Sequence

249 AA;

Alignment Scores:

Pred.

No.:

Score:

Percent Similarity:
Best Local Similarity:
Query Match:

DB:

3.41e-97 Length: 249
1388.00 Matches: 248
99.60% Conservative: 0
99.60% Mismatches: 1
95.20% Indels: 0
23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12017 (1-249)

Qy
Db
Qy
Db
Qy
Db
oy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
oy
Db
Qy
Db
Qy
Db
Qy
Db

recombinant proteolytic tryptase produced are

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66

67
21
127
41
187
61
247

161
547
181
607
201
667
221
727
241

I (ARRRARNN [ARERARARE PECRETEVEER il
LeuGluLysArgIlevalGlyGlyGinGluAlaProArgSerLysTrpProTrpGlnval

AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC

ARE AR RERERRRRR AR [RERAREN RN AR RANRRRRRRA
SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisPro

CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC

RN RN RS RN RN RN RN R R RN R R RN RN RN RRNREEEE
GlnTrpvalLeuThrAlaAlaAlaCysvValGlyProAspValLysAspLeuAlaAlaLeu

AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG

PLELTLCEE LRI e PLERTEELLER T e redn
ArgvValGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg

ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG

RN NN RN NN R RR RN AR (AN RN AR RN RN
IleIlevValHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu

CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA
(ERRRRRNREREARY LELEREREE ettt br bttt I
LeuGluGluProvalAsnvValSerSerHisValHisThrvalThrLeuProProAlaSer

GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT
RN RNRRARY! (RARRNRRE [RERRRRNE! |
GluThrPheProProGlyMetProCysTrpvValThrGlyTrpGlyAspValAspAsnAsp

GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC

tl [AREARAAR (ARRNRNE] [RARRARRRARANRN]
GluArgLeuProProProPheProLeuLysGlnvalLysvalProIleMetGluAsnHis

ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT

Il FEVLILEY (SRR RRARE RN ERRRAN [RARARRNRRNARR
IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspvalArgIlevalArg

GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGE

111 ERARARAN AARRRNREN PEVCLELEER et rennn
AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGly

CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG

11 HEBARARRN PECROERELEE et bnv et ebened
ProLeuValCysLysValAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGlu

GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG

FEELERER e et e e b e tr ey ety [ARNARRARERENRE!
GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrp

ATCCACCACTATGTCCCCAAAAAGCCG 753

11 (AERRARARRARRRRRARE
IleHisHisTyrvValProLysLysPro 249

20
126

306
100

180
606
200
666
220
726

240

Page 3

RESULT 3

AAY55011

1D AAY55011 standard; Protein; 249 aA.

XX

AC AAY55011;

XX

DT 18-FEB-2000 (first entry)

XX

DE Human beta-tryptase protein sequence.

XX

KW Beta-tryptase; human; DNA expression construct; protein production;

KW combinatorial library screening; X ray crystallography; antigen;

KW antibody generation.

XX

0os Homo sapiens.

XX

PN  W09960139-Al.

XX

PD 25-NOV-1999.

XX

PF 28-0CT-1998; 98WO-US22994 .

XX

PR 15-MAY-1998; 98US-0079970.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffitt MA,. - Niles AL, Haak-Frendscho M;

XX

DR WPI; 2000-053300/04.

DR N-PSDB; AAZ40175.

XX

PT New DNA expression construct for production of enzymatically active

PT recombinant human beta-tryptase -

XX

PS Disclosure; Page 43-44; 50pp; English.

XX

cc This sequence is the human beta-tryptase. The invention relates to a

cC DNA expression construct comprising (5’ to 3’) a promoter linked to a
cc signal sequence which is linked to a sequence encoding human

cc beta-tryptase. The DNA construct is useful for transforming host cells to
cC express, post translationally process and secrete enzymatically active
CcC human tryptase. The method is useful for the production of large amounts
cC of tryptase with defined specifications. The transformant is useful for
cC pharmacological studies, combinatorial library screens and X ray

cC crystallographic studies. The tryptase produced allows for the

cc development of tryptase agonists and/or antagonists, is useful as an

cc antigen to generate antihuman tryptase antibodies in various animals,
[ole} can be used in screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists etc. and to assay for the presence of tryptase in
cC biological or other solutions. Tryptase inhibitors, antagonists, agonists
cc etc. may be useful as therapeutics. The tryptase does not require any
cc post-expression or post-purification modifications or manipulations to
cc initiate tryptase activity and it has enzymatic activity which compares
cc favourably with cadaveric tryptase. The availability of enzymatically
cc active tryptase facilitates the large scale screening of combinatorial
cC libraries for specific tryptase inhibitors as potential therapeutics and
cc advances the understanding of the biological significance of tryptase in
cC mast cell mediated diseases. The tryptase can be used to detect low

cC levels of tryptase.

XX

SQ Sequence 249 AA;

Alignment Scores:

Pred. No.: 4.06e-97 Length: 249

Score: 1387.00 Matches: 248

Percent Similarity: 935.60% Conservative: 0

Best Local Similarity: 99.60% Mismatches: 1

Query Match: 95.13% Indels: 0

DB: 21 Gaps: 0

US-09-598-982-20 (1-771) x AAY55011 (1-249)

Qy

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66
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FPECLTERIEE et b e e et e e et e v e b e e et ety PR 21-JUN-2000; 2000US-0598982.
Db 1 LeuGluLysArgIlevValGlyGlyGlnGluAlaProArgSerLysTrpProTrpGinval 20 XX
PA (PROM-) PROMEGA CORP.
Qy 67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126 XX
[REARRRRRRNAN) FOECETTE LR i bbb bbbt (RN PI Maffit M, Niles AL, Haak-Frendscho M;
Db 21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisPro 40 XX
DR WPI; 2002-114578/15.
Qy 127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186 DR N-PSDB; AAS20765.
[RERRR AR AR RN TEEVERER e rerereyereiirenined XX
Db 41 GlnTrpvalLeuThrAlaAlaHisCysValGlyProAspvValLysAspLeuAlaAlaLeu 60 PT DNA construct for producing enzymatically-inactive proteolytic
PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
Qy 187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246 PT an active site mutation -
TEEVEEETRET e bbbt et e e et e b e et e ebreei XX
Db 61 ArgvalGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg 80 PS Claim 60; Page 77-78; 126pp; English.
XX
Qy 247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306 cC The present invention relates to recombinant human proteolytic
[ARARRNEN FLELLLEL IERRARENN] FEEEEELE (RN [ole} tryptases, active site mutants of these tryptases and the methods for
Db 81 IleIlevalHisProGlnPheTyrThrAlaGlnIleGlyAlaAsplIleAlaLeuLeuGlu 100 cc producing these. The method involves the production of a DNA expression
cC construct comprising a promoter operably linked to a secretion signal
Qy 307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366 cc sequence which is operably linked to a DNA sequence encoding a
[ARERRNRE] AR RER RERE RN R RR RN cC proteolytic tryptase with an active site mutation (the construct drives
Db 101 LeuGluGluProvalLysValSerSerHisValHisThrvalThrLeuProProAlaSer 120 cec expression of a mature proteolytic tryptase that lacks enzymatic activity
cc due to the active site mutation, in hosts transformed to contain the
Qy 367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426 cc construct). The method is useful for producing enzymatically-active
TRyt ebereerrern) FEERERIEL e e ettt cc beta-II tryptase. The active site mutants of proteolytic tryptase provide
Db 121 GluThrPheProProGlyMetProCysTrpvValThrGlyTrpGlyAspValAspAsnAsp 140 cC a tool to investigate the structural and functional properties of the
cC protease and its enzymatic activity, and for modelling studies. The
Qy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGARAACCAC 486 cc enzymatically-active, recombinant proteolytic tryptase produced are
PRUEVERERE R e et rt e e be it e e verb ettt cc useful as an antigen to generate anti-human tryptase antibodies
Db 141 GluArgLeuProProProPheProLeuLysGlnValLysValProIleMetGluAsnHis 160 cc and in drug screening for compounds which act as tryptase inhibitors,
cC antagonists, agonists, etc. The present sequence represents recombinant
Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546 cc human beta-1I tryptase.
(IR AR AR AR RN AR RN R AR RN TEEVERIREI T XX
Db 161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspvValArgIlevalarg 180 sQ Sequence 249 AA;
Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606 Alignment Scores:

TRETAEITT TR et v e i e e n ey e et by ettty
Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGly 200

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666

AR RN R AN RN R RN R R R NN RN R R R R R R RN
Db 201 ProLeuvValCysLysvalAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726

PRELEERER et e bbbt e bbb e e b e e et
Db 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrp 240

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
FEEECT e e

Db 241 IleHisHisTyrValProLysLysPro 249
RESULT 4

AAU12007

ip AAU12007 standard; Protein; 249 AA.
XX

AC AAU12007;

XX

DT 09-APR-2002 (first entry)

XX

DE Recombinant human beta-II tryptase.
XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
KW enzyme; mutein; mutant.

XX

os Homo sapiens.

os Synthetic.

XX

PN W0200198470-A2.
XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.
XX

Pred. No.: 4.06e-97 Length: 249
Score: 1387.00 Matches: 248
Percent Similarity: 99.60% Conservative: 0
Best Local Similarity: 99.60% Mismatches: 1
Query Match: 95.13% Indels: 0
DB: 23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12007 (1-249)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66
CERLEE R et b bbb e bbb et
1 LeuGluLysArgIlevValGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126

[RERRRARE [RERRERR! INERRNEEY] INRRERRNR] It
21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisPro 40

127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186

RN AR NN JETEEE e ey e bt
41 GlnTrpvalLeuThrAlaAlaHisCysValGlyProAspvValLysAspLeuAlaAlaLeu 60

187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246

FETER DR EE b e b et et e b e e bbb e e
61 ArgvValGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg 80

247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306

RN RN AR RN R NN RN R RN N N AN RN RN RN RN RRNEE
81 IlelIlevValHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu 100

307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366

AR R A RN R AR A RN [RE AR RN RN RN
101 LeuGluGluProvalLysValSerSerHisValHisThrvalThrLeuProProAlaSer 120

367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426
PELPERER R r et et e e ettt eintrirnnt
121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsp 140
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Qy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC 486
RN RN R R RN RN A RN RN R RN RN R R N RN RN R RN A

Db 141 GluArgLeuProProProPheProLeuLysGlnValLysValProIleMetGluAsnHis 160

Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546
IRERARRRARERARNRRANRRRREE [RERARERE! (ARRARAN [BRR

Db 161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspvalArgIlevalArg 180

Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606
[ERARERRRNARNY] [IRRRANE [IRERRRNRY NN RN NN RN R

Db 181 AspAspMetLeuCysAlaGlyAsnThraArgArgAspSerCysGlnGlyAspSerGlyGly 200

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCETGGTCAGCTGGGGCGAG 666
| (RN RN AR AR R AR RN R AR RN NN RN RN R AR NARARNAREE

Db 201 ProLeuvalCysLysValAsnGlyThrTrpLeuGlnAlaGlyvValvalSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726
(RN RN RN R RN RN RN R AR RN RN RN AR NN RN R AR R AR

bb 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrp 240

oy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
| ARERERRY (ARRRARERE

Db 241 IleHisHisTyrvalProLysLysPro 249

RESULT 5

AAU12011

D AAU12011 standard; Protein; 249 AA.

XX

AC AAU12011;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-II tryptase active site mutant S194A #1.

XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;

KW enzyme; mutant; mutein.

XX

0s Homo sapiens.

0s Synthetic.

XX

PN W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20777.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having

PT an active site mutation -

XX

PS Claim 8; Page 30-91; 126pp; English.

XX

cC The present invention relates to recombinant human proteolytic

cc tryptases, active site mutants of these tryptases and the methods for

cc producing these. The method involves the production of a DNA expression

cC construct comprising a promoter operably linked to a secretion signal

cc sequence which is operably linked to a DNA sequence encoding a

cc proteolytic tryptase with an active site mutation (the construct drives

cC expression of a mature proteolytic tryptase that lacks enzymatic activity

cC due to the active site mutation, in hosts transformed to contain the

cc construct). The method is useful for producing enzymatically-active

cc beta-II tryptase. The active site mutants of proteolytic tryptase provide

cC a tool to investigate the structural and functional properties of the

cc protease and its enzymatic activity, and for modelling studies. The

us-09-598-982-20.n2p.rag Page

cC enzymatically-active, recombinant proteolytic tryptase produced are
cc useful as an antigen to generate anti-human tryptase antibodies

[ole} and in drug screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant
cC human beta-II tryptase active site mutants.

XX

SQ Sequence 249 AaA;

Alignment Scores:

Pred. No.: 6.86e-97 Length: 249
Score: 1384.00 Matches: 247
Percent Similarity: 99.60% Conservative: 1
Best Local Similarity: 99.20% Mismatches: 1
Query Match: 94.92% Indels: 0
DB: 23 Gaps: 0

US-09-598-982-20 (1-771) x AAUL2011 (1-249)

Qy 7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66
PEELVT TR R e b e (RERRRRRRRRNRRRERERY|

Db 1 LeuGluLysArgIlevValGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

Qy 67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126

[ARERANEI [EERARNER! FEELETRL [RERRRRAR e
Db 21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisPro 40

Qy 127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186
ARy AN RN NN RN AR RN RN RNy

Db 41 GlnTrpvalLeuThrAlaAlaHisCysvValGlyProAspValLysAspLeuAlaAlaLeu 60

Qy 187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246
FECVER TRt ber e et bty e et

Db 61 ArgValGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerarg 80

Qy 247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306
TREEEELRE TRt e b e b by e ettt b e e et errt it
Db 81 IleIleValHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu 100

Qy 307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366
TRV bR b e b et er ey ettt
Db 101 LeuGluGluProvalLysValSerSerHisValHisThrvalThrLeuProProAlaSer 120

Qy 367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426
FEEYER R et PEVERTRRERER TR ettt
Db 121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsp 140

Qy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC 486

RN RN RN R R R R RN RN R RN R R RN RN
Db 141 GluArgLeuProProProPheProLeuLysGlnValLysValProIleMetGluAsnHis 160

Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546

R NN NN N R N N RN
Db 161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspvalArglIlevalArg 180

Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606

[RAERARRN] ERARARAR [THEETT [RARRNRN BEARER]
Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspAlaGlyGly 200

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666

AR AR RN N RN A N R R N R A NN NN R A RN RN NN RN RN RN
Db 201 ProLeuValCysLysValAsnGlyThrTrpLeuGlnAlaGlyvValvalSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726
LELERRTETREL et bbby (AR RN AR RN RN
Db 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrp 240

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753

FHERERLRR T b ey
Db 241 TIleHisHisTyrvValProLysLysPro 249

RESULT 6
AAU12012
D AAU12012 standard; Protein; 249 AA.
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XX

AC AAU12012;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-II tryptase active site mutant S194A #2.

XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
KW enzyme; mutant; mutein.

XX

oS Homo sapiens.

0s Synthetic.

XX

PN W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20778.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Claim 8; Page 93; 126pp; English.

XX

cC The present invention relates to recombinant human proteolytic

cc tryptases, active site mutants of these tryptases and the methods for
cC producing these. The method involves the production of a DNA expression
cC construct comprising a promoter operably linked to a secretion signal
cc sequence which is operably linked to a DNA sequence encoding a

cc proteolytic tryptase with an active site mutation (the construct drives
CcC expression of a mature proteolytic tryptase that lacks enzymatic activity
cc due to the active site mutation, in hosts transformed to contain the
cC construct). The method is useful for producing enzymatically-active
cC beta-II tryptase. The active site mutants of proteolytic tryptase provide
cc a tool to investigate the structural and functional properties of the
cc protease and its enzymatic activity, and for modelling studies. The
cC enzymatically-active, recombinant proteolytic tryptase produced are
ccC useful as an antigen to generate anti-human tryptase antibodies

cc and in drug screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant
cc human beta-II tryptase active site mutants.

XX

SQ Sequence 249 AA;

Alignment Scores:

Pred. No.: 6.86e-97 Length: 249

Score: 1384.00 Matches: 247

Percent Similarity: 99.60% Conservative: 1

Best Local Similarity: 99.20% Mismatches: 1

Query Match: 94.92% Indels: 0

DB: 23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12012 (1-249)

Qy
Db
Qy
Db

Qy

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66

(ARRRARNN RN ER AN RN RARY [RARARRNRN RN
1 LeuGluLysArgIlevValGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126

RERRRRARRRERA! PEVVEEI AT PR R e et b e
21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisPro 40

127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186

us-09-598-982-20.n2p.rag

[PEVTEEEEr eyl [RERREERRNNE]

[BERRRRNARRRNRR NN

Db 41 GlnTrpvValLeuThrAlaAlaHisCysValGlyProAspvValLysAspLeuAlaAlaLeu

Qy 187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG
FOECEEREEER R rE e R R r e b et R ek rr e

Db 61 ArgvalGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArg

Qy 247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG
PPRLETEEE PR r e e e e e e bt e e e e rnd

Db 81 IlelIlevalHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu

Qy 307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA
FCREECRERr e errerertrerirtrerirerererrietrerertvteerl

bb 101 LeuGluGluProvalLysValSerSerHisvValHisThrvalThrLeuProProAlaSer

Qy 367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT
AR RN RN RN R RN R RN AN AN RN R R R R RN RN RN AR

Db 121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsp

Qy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC
TEEELEINLT FLELETEL FEELELTL RERRRNE [ARRERRN

Db 141 GluArgLeuProProProPheProLeuLysGlnValLysValProIleMetGluAsnHis

Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT
PELREET TR e e e bbb b i v e ey b e e i)

Db 161 IleCysAspAlalLysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArg

Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG
ARERRE RN RN RN RN RN AR AR RN [REENARNRE! NN RNE|

Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspAlaGlyGly

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG
FETETELET R e e e e e e e b e et et e el

Db 201 ProLeuValCysLysValAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGlu

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG
PREREREY R e b v et b r e i r ey b e et ebebrnt

Db 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrp

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
(RN RN AR NN RRRN AN

Db 241 IleHisHisTyrValProLysLysPro 249

RESULT 7

AAU12006

ID AAU12006 standard; Protein; 249 AA.

XX

ac AAU12006;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-I tryptase.

XX

KW Human; proteolytic tryptase; protease; beta-I tryptase;

KW enzyme.

XX

0s Homo sapiens.

XX

PN W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.

XX .

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20763.

XX

Page 6

60

246
80

306
100
366
120
426
140
486
160
546
180
606
200
666
220
726
240
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PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Disclosure; Page 74-75; 126pp; English.

XX

cc The present invention relates to recombinant human proteolytic

cc tryptases, active site mutants of these tryptases and the methods for
cc producing these. The method involves the production of a DNA expression
cc construct comprising a promoter operably linked to a secretion signal
cc sequence which is operably linked to a DNA sequence encoding a

cC proteolytic tryptase with an active site mutation (the construct drives
cc expression of a mature proteolytic tryptase that lacks enzymatic activity
cc due to the active site mutation, in hosts transformed to contain the

cC construct). The method is useful for producing enzymatically-active

cC beta-II tryptase. The active site mutants of proteolytic tryptase provide
cc a tool to investigate the structural and functional properties of the
cc protease and its enzymatic activity, and for modelling studies. The

cc enzymatically-active, recombinant proteolytic tryptase produced are

cc useful as an antigen to generate anti-human tryptase antibodies

cc and in drug screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists, etc. The present sequence represents human

cC beta-I tryptase.

XX

SQ Sequence 249 AA;

Alignment Scores:

Pred. No.: 9.72e-97 Length: 249

Score: 1382.00 Matches: 247

Percent Similarity: 99.20% Conservative: 0

Best Local Similarity: 99.20% Mismatches: 2

Query Match: 94.79% Indels: 0

DB: 23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12006 (1-249)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66

Il [HARERENN] (AN ANAN RN EA RN ARER! (ARRRRERRRRRRRE!
1 LeuGluLysArgIlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126
AR RN RN RN RN AR R AR RN (AERRRRAR!
21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisPro 40

127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186

[IARRRARENRARER! PEUCEELR R ekt
41 GlnTrpValLeuThrAlaAlaHisCysValGlyProAspvalLysAspLeuAlaAlaLeu 60

187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246

AR RN RN R RN RN R R NN R AR AR AN RN RN Il
61 ArgvalGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArg 80

247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306

111 (RN AN RN RN RN NN RN RN RN SR AR R RN R AR RRER
81 IleIlevalHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu 100

307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366
(RRNERARERARARE AR RRR AR RN AR R NRRRR] (RERERNN] |
101 LeuGluGluProValAsnValSerSerHisValHisThrvalThrLeuProProAlaSer 120

367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426
(IRRARAERRRRNRR [AERERERN [RERRARN| FECTTEATELRELT
121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspvalAspAsnAsp 140

427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC 486

11 TEVELELERTER b bbbt b bbb 1l
141 GluArgLeuProProProPheProLeuLysGlnValLysValProIleMetGluAsnHis 160

487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546
I FEVERCRERETE Ly e ee it R ARRNERRRRRE]
161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevValArg 180

547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606

us-09-598-982-20.n2p.rag

Page 7

RN RN R R RN R AR RN AR NN AR R AR RN AR R RN RN
Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGly 200

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666

AR RN RN NN AR N N R RN R RN R RN R A NN RN AR R R RN R
Db 201 ProLeuvValCysLysValAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726

LREREV TR R ety bbby et e by e e b ey ity
Db 221 GlyCysAlaGlnProAsnArgProGlylleTyrThrArgvalThrTyrTyrLeuAspTrp 240

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
| FILEEVEE] [ARERRNNN

Db 241 IleHisHisTyrValProLysLysPro 249
RESULT 8

AAU12010

ip AAU12010 standard; Protein; 249 AA.
XX .

AC AAU12010;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-II tryptase active site mutant D91A #1.
XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
KW enzyme; mutant; mutein.

XX

oS Homo sapiens.

[o]] Synthetic.

XX

PN W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.
XX

PR 21-JUN-2000; 2000US-0598982.
XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;
XX

DR  WPI; 2002-114578/15.

DR N-PSDB; AAS20776.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Claim 8; Page 87-88; 126pp; English.

XX

cc The present invention relates to recombinant human proteolytic

cc tryptases, active site mutants of these tryptases and the methods for
cc producing these. The method involves the production of a DNA expression
cc construct comprising a promoter operably linked to a secretion signal
cc sequence which is operably linked to a DNA sequence encoding a

cC proteolytic tryptase with an active site mutation (the construct drives
cc expression of a mature proteolytic tryptase that lacks enzymatic activity
cc due to the active site mutation, in hosts transformed to contain the

cc construct). The method is useful for producing enzymatically-active

cc beta-II tryptase. The active site mutants of proteolytic tryptase provide
cc a tool to investigate the structural and functional properties of the
cc protease and its enzymatic activity, and for modelling studies. The

cC enzymatically-active, recombinant proteolytic tryptase produced are

cC useful as an antigen to generate anti-human tryptase antibodies

cc and in drug screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant

cC human beta-I1 tryptase active site mutants.

XX

SQ Sequence 249 AA;

Alignment Scores:
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Pred. No.: 1.64e-96 Length: 249
Score: 1379.00 Matches: 247
Percent Similarity: 99.20% Conservative: 0
Best Local Similarity: 99.20% Mismatches: 2
Query Match: ’ 94.58% Indels: 0
DB: 23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12010 (1-249)

Qy 7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66
SRR R RN RN R R AR RN RN R RN NN R RN RN RN RN NN Ry

Db 1 LeuGluLysArgIlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

Qy 67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126

FLEETEEET e e e e e e e e e et
Db 21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisPro 40

Qy 127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186

(RN AR RANNRENRNNE (AR R AR AR AR A AR RN R A
Db 41 GlnTrpvalLeuThrAlaAlaHisCysvValGlyProAspValLysAspLeuAlaAlaLeu 60

Qy 187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246

RO R RS R b e bR e bbb e e el
Db 61 ArgvValGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg 80

Qy 247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306
[RAREAREY [RARRNAN

Db 81 IlellevalHisProGlnPheTyrThrAlaGlnIleGlyAlaAlaIleAlaLeuLeuGlu 100
Qy 307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366
Db 101 LestluélbbrovallyivhiSersetiiavaliérhival thitbubroptonlaser 120
Qy 367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426

ARREREUBRREN [RERR AR R AR R AR RN ARAR AN (RN
Db 121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsp 140

Qy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC 486
(ERRRR AR R AR RN RN AR RN AN R RN AN R RN RN R RN AR NN AR R

Db 141 GluArgLeuProProProPheProLeuLysGlnvalLysvalProlleMetGluAsnHis 160

Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546

PEVERERE R Y bR e e e et b e e b e b e bbb b
Db 161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspvalArgIlevalArg 180

Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606
i1 (R RN RN N R RN RN R RN RN RN AR RN RA A
Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGly 200

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666

AR AR RN R R R RN RN NN AN NN R RN
Db 201 ProLeuvalCysLysValAsnGlyThrTrpLeuGlnAlaGlyvValValSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726

PEVEELET et r e bbb b b bbby b i
Db 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgValThrTyrTyrLeuAspTrp 240

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
PRI e

Db 241 IleHisHisTyrvalProLysLysPro 249
RESULT 9

AAU12019

D AAU12019 standard; Protein; 249 AA.
XX

AC AAU12019;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-II tryptase active site mutant S194A #5.
XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
KW enzyme; mutant; mutein.

a

us-09-598-982-20.n2p.rag
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XX

0S Homo sapiens.

os Synthetic.

XX

PN W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20785.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Claim 8; Page 111-112; 126pp; English.

XX

cC The present invention relates to recombinant human proteolytic

cC tryptases, active site mutants of these tryptases and the methods for
cc producing these. The method involves the production of a DNA expression
cc construct comprising a promoter operably linked to a secretion signal
[olo] sequence which is operably linked to a DNA sequence encoding a

cc proteolytic tryptase with an active site mutation (the construct drives
[ele} expression of a mature proteolytic tryptase that lacks enzymatic activity
[ele} due to the active site mutation, in hosts transformed to contain the
cc construct). The method is useful for producing enzymatically-active
ccC beta-II tryptase. The active site mutants of proteolytic tryptase provide
cC a tool to investigate the structural and functional properties of the
CcC protease and its enzymatic activity, and for modelling studies. The
cC enzymatically-active, recombinant proteolytic tryptase produced are
cC useful as an antigen to generate anti-human tryptase antibodies

cC and in drug screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant
cC human beta-II tryptase active site mutants.

XX

SQ Sequence 249 AA;

Alignment Scores:

Pred. No.: 1.64e-96 Length: 249

Score: 1379.00 Matches: 246

Percent Similarity: 99.20% Conservative: 1

Best Local Similarity: 98.80% Mismatches: 2

Query Match: 94 .58% Indels: 0

DB: 23 © Gaps: 0

US-09-598-982-20 (1-771) x AAU12019 (1-249)

Qy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66

FOCLLETLE Rttt ve et et rer ey
1 LeuGluLysArgIlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126
[ARRRRRERRRE! (IR RN AR AR AN AR RN R AR RN RN RN RN
21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisPro 40

127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186

EERRRAREARRRNRARRRNR RN RN R AR RN RN RN RN RN RN RN
41 GlnTrpvalLeuThrAlaAlaHisCysValGlyProAspvalLysAspLeuAlaAlaLeu 60

187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246

ERARERNRERE! [EEEREREN NRRRERERA (RERNRRE LELELTY
61 ArgValGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg 80

247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306
RN RN RN RN R RN AR A AR A RN AR ARARE
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Db 81 IleIlevalHisProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGlu 100

oy 307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366
[AERARRRRRAREAE! ERRARAN (AR AR RN ARAR RN

Db 101 LeuGluGluProvValAsnvValSerSerHisvalHisThrValThrLeuProProAlaSer 120

Qy 367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426
| HEEARARRRN (AR ERRARRA RN RANRARANY [ARRNREE! [ARN

Db 121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsp 140

Qy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC 486
| [ARANERN [KERRRAN EERARRRRN (AEEEARANSARRERAN]

Db 141 GluArgLeuProProProPheProLeulLysGlnValLysValProlleMetGluAsnHis 160

Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546

[RERRRREEY] RN RN RN RN RN R RN AR A RN RREARE
Db 161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArg 180
Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606
(AN RN RN R R NN R R NN R NN R AR AR RR RN AR EE

Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspAlaGlyGly

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666
AR RN R RN AR R N RN RN A RN RN RN RA R RN RN NR R

Db 201 ProLeuvalCysLysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726
[RRERRR NN AR R AN RN AR AR RAE! [ARN AR RRRARERERRARERRRERY

Db 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgValThrTyrTyrLeuAspTrp 240

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753
[ARERARRRARERR! (NRRRRRERY]

Db 241 IleHisHisTyrvalProLysLysPro 249

RESULT 10

AAU12020

D AAU12020 standard; Protein; 249 AA.

XX

AC AAU12020;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-II tryptase active site mutant S194A #6.

XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;

KW enzyme; mutant; mutein.

XX

os Homo sapiens.

oS Synthetic.

XX

PN  W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20786.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having

PT an active site mutation -

XX

PS Claim 8; Page 114-115; 126pp; English.

XX .

cc The present invention relates to recombinant human proteolytic

cC tryptases, active site mutants of these tryptases and the methods for

Page 9

CcC producing these. The method involves the production of a DNA expression
cC construct comprising a promoter operably linked to a secretion signal
CcC sequence which is operably linked to a DNA sequence encoding a
cC proteolytic tryptase with an active site mutation (the construct drives
cC expression of a mature proteolytic tryptase that lacks enzymatic activity

CcC due to the active site mutation,

in hosts transformed to contain the

cC construct). The method is useful for producing enzymatically-active

cC beta-II tryptase. The active site mutants of proteolytic tryptase provide
cC a tool to investigate the structural and functional properties of the

CcC protease and its enzymatic activity, and for modelling studies. The

cC enzymatically-active,

cC useful as an antigen to generate anti-human tryptase antibodies
cC and in drug screening for compounds which act as tryptase inhibitors,
cC antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant

cc human beta-II tryptase active site mutants.

XX

SQ Sequence

249 AA;

Alignment Scores:

Pred. No.:

Score:

Percent Similarity:
Best Local Similarity:
Query Match:

DB:

1.64e-96 Length: 249
1379.00 Matches: 246
99.20% Conservative: 1
98.80% Mismatches: 2
94 .58% Indels: 0
23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12020 (1-249)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

Qy

7

1
67
21
127
41

187

487
161
547
181
607
201
667

CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG

[ERRERRRERERE! [RERNANER! PEEEEn it
LeuGluLysArgIlevValGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval

AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC

(ARERRNE! [AERRERE] AERRRNR! (NERRRRE! [ARERRA
SerLeuArgvValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisPro

CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC

RERERNN [ARER! | AR RN AR RN AR R RN AR RN
GlnTrpValLeuThrAlaAlaHisCysValGlyProAspvalLysAspLeuAlaAlaLeu

AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG
FPELTEEEREER R E e b e e e e e e et bt e e e e e e e el
ArgvalGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg

ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG

PEVERERERT Tt e ettt et e et e e e b e e bbb et
IleIlevalHisProGlnPheTyrThrAlaGlnIleGlyAlaAsplleAlaLeuLeuGlu

CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA

(ARREARERRRRRRE TREPEETRE e bt e bt e e e et
LeuGluGluProvalAsnValSerSerHisvalHisThrvalThrLeuProProAlaSer

GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT

PELERET DR et b e b b b b e b bbb bt bbb e
GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsSnAsp

GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC
TEEETEL [RERRREEA TEEETEIE [ARRARERR [ERRAN
GluArgLeuProProProPheProLeuLysGlnValLysValProlleMetGluAsnHis

ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT

(AR AR RN R RN RN R RN RN R R RN AN R RN RN RN AR R RN RN
IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspvalArgIlevalarg

GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG
(REER RN RN R N R R AR RN RN AR RN RN I H
AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspAlaGlyGly

CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG

PRV E R R R e b e e v e bbb e e e e in
ProLeuValCysLysValAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGlu

GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG

recombinant proteolytic tryptase produced are

66
20
126
40

60
246

120
426
140
486
160
546
180
606
200
666
220
726
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(RERRRNRNNR

[ERERERARAN

BARRRRARAN

[RARN

Db 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrp 240 Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
(AR RN RN RN RN AR R AR R R NN R R AN RN R R AR AR RN RN RN RN
Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753 Db 1 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval 20
RN RN RN AR AN A RARE]
Db 241 IleHisHisTyrValProLysLysPro 249 Qy 79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138
FERETEITI TR e bbb bbb e e e b e e er e e ey ey b bbb
RESULT 11 Db 21 HisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpvValLeu 40
AAU12013
D AAU12013 standard; Protein; 245 AA. Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198
XX RN R N RN R AN R AR N RN AR AR RN RN AR R R
aC AAU12013; Db 41 ThralaAlaAlaCysValGlyProAspValLysAspLeuAlaAlaLeuArgvalGlnLeu 60
XX
DT 09-APR-2002 (first entry) Qy 198 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258
XX PORCRCrererer e ererereberetrrererere ety er e ey e i
DE Human beta-II tryptase active site mutant H44A #2. Db 61 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvValSerArgIleIlevalHis 80
XX
KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase; Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318
KW enzyme; mutant; mutein. PLRErerererererererererebrrerrrerererererrbbterrerrrrintrit
XX Db 81 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 100
0s Homo sapiens.
oS Synthetic. Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378
XX RERRENREE! NRRREAN [REANRRER [ARRERRRR! [RERAAR
PN W0200198470-A2. Db 101 valLysValSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro 120
XX
PD 27-DEC-2001. Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA 438
XX [LTETETTTE TELETELTY TELELETET [ARERRRRN FEEernd
PF 20-JUN-2001; 2001WO-US19681. Db 121 ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro 140
XX
PR 21-JUN-2000; 2000US-0598982. Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA 498
XX FETETET R e ety bt b e bbb e e ey e ey
PA (PROM-) PROMEGA CORP. Db 141 ProProPheProLeuLysGlnvalLysValProIleMetGluAsnHisIleCysAspAla 160
XX
PI Maffit M, Niles AL, Haak-Frendscho M; Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG 558
XX FETCTETET TR e e et bt e e bt s et e e e vl
DR WPI; 2002-114578/15. Db 161 LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArgAspAspMetLeu 180
DR N-PSDB; AAS20779.
XX Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC 618
PT DNA construct for producing enzymatically-inactive proteolytic FEPEEETRT e e et e ety e e e e b et b e et et
PT tryptase, comprises DNA sequence encoding proteolytic tryptase having Db 181 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys 200
PT an active site mutation -
XX Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG 678
Ps  Claim 40; Page 95-96; 126pp; English. AR RN AN RN RN AR N RN AN AN AR A NN RN ER Y
XX Db 201 LysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGluGlyCysAlaGln 220
cC The present invention relates to recombinant human proteolytic
cC tryptases, active site mutants of these tryptases and the methods for oy 679 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT 738
cc producing these. The method involves the production of a DNA expression NERERRRERE] IERRRRRERRN] IRERERERERRRRRRRERRRARE] IAERRRARE]
cCc construct comprising a promoter operably linked to a secretion signal Db 221 ProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrpIleHisHisTyr 240
cC sequence which is operably linked to a DNA sequence encoding a
CcC proteolytic tryptase with an active site mutation (the construct drives Qy 739 GTCCCCAAAAAGCCG 753
cc expression of a mature proteolytic tryptase that lacks enzymatic activity [EERERERERE] il
cc due to the active site mutation, in hosts transformed to contain the Db 241 valProLysLysPro 245
cc construct). The method is useful for producing enzymatically-active
cc beta-II tryptase. The active site mutants of proteolytic tryptase provide RESULT 12
cC a tool to investigate the structural and functional properties of the AAU12018
cC protease and its enzymatic activity, and for modelling studies. The ID AAU12018 standard; Protein; 249 AA.
cC enzymatically-active, recombinant proteolytic tryptase produced are XX
cc useful as an antigen to generate anti-human tryptase antibodies AC AAU12018;
cC and in drug screening for compounds which act as tryptase inhibitors, XX
cC antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant : DT 09-APR-2002 (first entry)
cCc human beta-II tryptase active site mutants. XX
XX DE Human beta-I1I tryptase active site mutant D91A #3.
SQ Sequence 245 AA; XX
KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
Alignment Scores: KW enzyme; mutant; mutein.
Pred. No.: 3.92e-96 Length: 245 XX
Score: 1374.00 Matches: 245" 0s Homo sapiens.
Percent Similarity: 100.00% Conservative: 0 0s Synthetic.
Best Local Similarity: 100.00% Mismatches: 0 XX
Query Match: 94.24% Indels: 0 PN W0200198470-A2.
DB: 23 Gaps: 0 XX

PD 27-DEC-2001.
US-09-598-982-20 (1-771) x AAU12013 (1-245) XX
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PF 20-JUN-2001; 2001WO-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20784.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Claim 8; Page 109-110; 126pp; English.

XX

CC  The present invention relates to recombinant human proteolytic

cc tryptases, active site mutants of these tryptases and the methods for
cc producing these. The method involves the production of a DNA expression
cc construct comprising a promoter operably linked to a secretion signal
cc sequence which is operably linked to a DNA sequence encoding a

[ole} proteolytic tryptase with an active site mutation (the construct drives
cc expression of a mature proteolytic tryptase that lacks enzymatic activity
cC due to the active site mutation, in hosts transformed to contain the
cc construct). The method is useful for producing enzymatically-active
cc beta-II tryptase. The active site mutants of proteolytic tryptase provide
cc a tool to investigate the structural and functional properties of the
cc protease and its enzymatic activity, and for modelling studies. The
cc enzymatically-active, recombinant proteolytic tryptase produced are
cc useful as an antigen to generate anti-human tryptase antibodies

cc and in drug screening for compounds which act as tryptase inhibitors,
cc antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant
cC human beta-II tryptase active site mutants.

XX

SQ Sequence 249 AA;

Alignment Scores:

Pred. No.: 3.93e-96 Length: 249

Score: 1374.00 Matches: 246

Percent Similarity: 98.80% Conservative: 0

Best Local Similarity: 98.80% Mismatches: 3

Query Match: 94.24% Indels: 0

DB: 23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12018 (1-249)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
oy
Db
Qy
Db
Qy

7 CTCGAGAAAAGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTG 66

I AR AR RN RN RN R RN R RN R R R AN RN RN RN RN AR
1 LeuGluLysArgIlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnval 20

67 AGCCTGAGAGTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCC 126
RN R RN RN RN RN ER (RN NN AR AR RN (iR '
21 SerLeuArgValHisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisPro 40

127 CAGTGGGTGCTGACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTC 186

LPCLErrirrentl 1111 IPEVEREY TR e ettt
41 GlnTrpvalLeuThrAlaAlaHisCysValGlyProAspvalLysAspLeuAlaAlaLeu 60

187 AGGGTGCAACTGCGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGG 246
RN RN RN N N R R R R AR R RN AR A RN RR AR EEEY
61 ArgvalGlnLeuArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArg 80

247 ATCATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAG 306

Il PORLERELV R TR P i ARARARRRER! THETTH 11
81 IleIleValHisProGlnPheTyrThrAlaGlnIleGlyAlaAlalleAlaLeuLeuGlu 100

307 CTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCA 366

| [RRARRRRA [AERRRRER [AERERRNAN
101 LeuGluGluProvalAsnValSerSerHisValHisThrvValThrLeuProProAlaSer 120

367 GAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGAT 426
FRERERERRE e i v b b e e e e e b e e ey

us-09-598-982-20.n2p.rag
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Db 121 GluThrPheProProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAsp 140

Qy 427 GAGCGCCTCCCACCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCAC 486
TEPREEER TR e b e e b e bbb e bbb bbb e i

Db 141 GluArgLeuProProProPheProLeulysGlnvallysValProIleMetGluAsnHis 160

Qy 487 ATTTGTGACGCAAAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGT 546
FVPPEETET e e e ey et e e e e e e b e b et et e e

Db 161 IleCysAspAlaLysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArg 180

Qy 547 GACGACATGCTGTGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGG 606
PEEETETEEEEE e e e e et e b e e b e e by e e e e et

Db 181 AspAspMetLeuCysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGly 200

Qy 607 CCCCTGGTGTGCAAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAG 666
AR AR RN R RN AN N RN AR RN RN RN RN R RN RN R RN RN RNA RN

Db 201 ProlLeuValCysLysValAsnGlyThrTrpLeuGlnAlaGlyValvalSerTrpGlyGlu 220

Qy 667 GGCTGTGCCCAGCCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGG 726
(AR RN RN AR RN R R RN R AN A RN NN R RN NN R N AR [RARRRNI

Db 221 GlyCysAlaGlnProAsnArgProGlyIleTyrThrArgvValThrTyrTyrLeuAspTrp 240

Qy 727 ATCCACCACTATGTCCCCAAAAAGCCG 753

AEERRERR PELErerenel

Db 241 IleHisHisTyrvalProLysLysPro 249

RESULT 13

AAU12021

D AAU12021 standard; Protein; 245 AA.

XX

AC ARU12021;

XX

DT 09-APR-2002 (first entry)

XX

DE Human beta-II tryptase active site mutant H44Aa #4.

XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;

KW enzyme; mutant; mutein.

XX

0s Homo sapiens.

0s Synthetic.

XX

PN W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001WO-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA (PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20787.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having

PT an active site mutation -

XX .

PS Claim 40; Page 117-118; 126pp; English.

XX

cC The present inventicn relates to recombinant human proteolytic

Ccc tryptases, active site mutants of these tryptases and the methods for

cc producing these. The method involves the production of a DNA expression

cC construct comprising a promoter operably linked to a secretion signal

cC sequence which is operably linked to a DNA sequence encoding a

cc proteolytic tryptase with an active site mutation (the construct drives

cc expression of a mature proteolytic tryptase that lacks enzymatic activity

cC due to the active site mutation, in hosts transformed to contain the

cC construct). The method is useful for producing enzymatically-active

cc beta-II tryptase. The active site mutants of proteolytic tryptase provide



cc
cc
cc
cc
cc
CC
cc
XX
SQ
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a tool to investigate the structural and functional properties of the
protease and its enzymatic activity, and for modelling studies. The

enzymatically-active,

useful as an antigen to generate anti-human tryptase antibodies
and in drug screening for compounds which act as tryptase inhibitors,
antagonists, agonists, etc. AAU12009-AAU12024 represent recombinant

human beta-II tryptase active site mutants.

Sequence

245 AA;

Alignment Scores:

Pred. No.:

Score:

Percent Similarity:
Best Local Similarity:
Query Match:

DB:

9.37e-96 Length: 245
1369.00 Matches: 244
99.59% Conservative: 0
99.59% Mismatches: 1
93.90% Indels: 0
23 Gaps: 0

US-09-598-982-20 (1-771) x AAU12021 (1-245)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db

RE.

19
1
79
21
139
41
199
61
259
81
319

101

181
619
201
679
221
739
241

SULT 14

ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC
[NARAR RN RN ARA RN RN RN (REERR RN RN AR RN AR RN RN
IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGinvalSerLeuArgval

CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG

| AR AR R R R RN RN R RN R R RN R R R R R RN AR AR AR
HisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpValLeu

ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG

| RRERERARY CLETEREREEE et re e ey ety et
ThrAlaAlaAlaCysValGlyProAspVallLysAspLeuAlaAlaLeuArgvValGlnLeu

CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC

(NEARRAR] POt [RERERRN [RRRRRERN [ARA
ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIlelIlevalHis

CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG
[AERRRRY FITETETD [REERAREA] (NN
ProGlnPheTyrThraAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC

| ARRARA RERRRNE JANRRANEY)
ValAsnValSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro

CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
(ARRNRRE] AR ARNRR! [RRARRERN
ProGlyMetProCysTrpValThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro

CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA

LA RRRRRNRNN FEETUREECREE TP LT e by et e e ey
ProProPheProLeuLysGlnValLysValProIleMetGluAsnHisIleCysAspAla

AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG

FECREERE R e e e e b v e e e e et e et er eyt
LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArgAspAspMetLeu

TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC

POLRERRETEEE e e e et e e re e e e ey br e et e ettt
CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys

AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG
PELEVEREE ettt PEERERER e b e et
LysvalAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGluGlyCysAlaGln

CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT

(RERRNRNE [BRRNRAN! [ARNRRNR [ARARARAR [ERRR
ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisHisTyr

GTCCCCAAAAAGCCG 753
(ARERERARRRNRN
ValProLysLysPro 245

recombinant proteolytic tryptase produced are

78

20

138
40

198
60

258
80

318
100
378
120
438
140
498
160
558
180
618
200
678
220
738
240

Page 12

AAU12008

iD AAU12008 standard; Protein; 245 AA.

XX

AC AAU12008;

XX

DT 09-APR-2002 (first entry)

XX

DE Recombinant human mature beta-II tryptase.

XX

KW Human; proteolytic tryptase; protease; recombinant beta-II tryptase;
KW enzyme; mutein; mutant.

XX

0s Homo sapiens.

0s Synthetic.

XX

PN  W0200198470-A2.

XX

PD 27-DEC-2001.

XX

PF 20-JUN-2001; 2001wW0-US19681.

XX

PR 21-JUN-2000; 2000US-0598982.

XX

PA {PROM-) PROMEGA CORP.

XX

PI Maffit M, Niles AL, Haak-Frendscho M;

XX

DR WPI; 2002-114578/15.

DR N-PSDB; AAS20766.

XX

PT DNA construct for producing enzymatically-inactive proteolytic

PT tryptase, comprises DNA sequence encoding proteolytic tryptase having
PT an active site mutation -

XX

PS Claim 61; Page 80; 126pp; English.

XX

CcC The present invention relates to recombinant human proteolytic

cc tryptases, active site mutants of these tryptases and the methods for
cc producing these. The method involves the production of a DNA expression
cc construct comprising a promoter operably linked to a secretion signal
cc sequence which is operably linked to a DNA sequence encoding a

cC proteolytic tryptase with an active site mutation (the construct drives
cc expression of a mature proteolytic tryptase that lacks enzymatic activity
cc due to the active site mutation, in hosts transformed to contain the
cC construct). The method is useful for producing enzymatically-active
cC beta-II tryptase. The active site mutants of proteolytic tryptase provide
cc a tool to investigate the structural and functional properties of the
cc protease and its enzymatic activity, and for modelling studies. The
cc enzymatically-active, recombinant proteolytic tryptase produced are
cc useful as an antigen to generate anti-human tryptase antibodies

cC and in drug screening for compounds which act as tryptase inhibitors,
CcC antagonists, agonists, etc. The present sequence represents recombinant
cc human mature beta-II tryptase.

XX

sQ Sequence 245 AA;

Alignment Scores:

Pred. No.: 1.12e-95 Length: 245

Score: 1368.00 Matches: 244

Percent Similarity: 99.59% Conservative: 0

Best Local Similarity: 99.59% Mismatches: 1

Query Match: 93.83% Indels: 0

DB: 23 Gaps: 0

US-08-598-982-20 (1-771) x AAU12008 (1-245)

Qy
Db
oy
Db

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
(RN RN R AN R RN R RN R R RN AR RN R RN AR RN RN AR AR
1 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnvalSerLeuArgval 20

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138
TEEVERTREE TR ey e e r b e bty e b r e e e e i
21 HisGlyProTyrTrpMetHisPheCysGlyGlySerLeuIleHisProGlnTrpvalLeu 40




. 4
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Qy 139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG
[JRRRRRRN L1t (NN AR RN RN AN N RN R RN R R AR

Db 41 ThrAlaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgValGlnLeu

Qy 199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC
(RN NN R RN N NN R RN RN AN RN R AR RN RN RN RN

Db 61 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuleuProvValSerArgIleIlevValHis

Qy 259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG
TRLEREEIERE R bbbt (AR R AR R AR RE NN

Db 81 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro

Qy 319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC
RN RN R AR A AR EY! (ANRRRAREN [RERNRRAR! H

Db 101 valLysValSerSerHisValHisThrvalThrLeuProProAlaSerGluThrPhePro

Qy 379 CCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAGCGCCTCCCA
I ARARRRER! NRARRNER [RERNARAR! I

Db 121 ProGlyMetProCysTrpvalThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro

Qy 439 CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA
111 AR AR NN AR N R RN RN RN N AR AR RN AR RR A

Db 141 ProProPheProLeuLysGlnValLysValProIleMetGluAsnHisIleCysAspAla

Qy 499 AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG
NN RN R AR R AR A NN RN RN RN AN RN R AR AR E AR RN

Db 161 LysTyrHisLeuGlyAlaTyrThrGlyAspAspvalArgIlevValArgAspAspMetLeu

Qy 559 TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
RARER AN RN (NERRARARE FYRCRLIILEL LT

Db 181 CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys

Qy 619 AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG
PELLTEEEE Rt e bbbt (AR RR R RN RN RN RRRER NN

Db 201 LysvalAsnGlyThrTrpLeuGlnAlaGlyvValvValSerTrpGlyGluGlyCysAlaGln

Qy 678 CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT
RERE RN RN RN RN RN AR RN AR RN R AR A R RN RN AR R RN

Db 221 ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisHisTyr

Qy 739 GTCCCCAAAAAGCCG 753
[RAN [RERREAN]

Db 241 valProLysLysPro 245

RESULT 15

AAW64240

iD AAW64240 standard; Protein; 274 AA. N

XX

AC AAW64240;

XX

DT 24-NOV-1998 (first entry)

XX

DE Human mast cell tryptase II/beta.

XX

KW Mast cell tryptase II/beta; human; MCP-7; mast cell protease 7;

KW blood clot; anticoagulant; myocardial infarction; reocclusion;

KW thromboembolism; cerebral embolism; thrombosis; therapy.

XX

0s Homo sapiens.

XX

FH Key Location/Qualifiers

FT Peptide 1..18

FT /label= Sig_peptide

FT Peptide 19..28

FT /label= Pro_peptide

FT Protein 29..274

FT /label= Mat_protein

XX

PN  WO9824886-Al.

XX

PD 11-JUN-1998.

XX

us-09-598-982-20.n2p.rag

198
60
258
80

140
498
160
558
180
618
200
678
220
738
240

Page

PF 25-NOV-1997; 97W0-US21620.

XX

PR 04-DEC-1996; 96US-0032354.

XX

PA {BGHM ) BRIGHAM & WOMENS HOSPITAL.

XX

PI Stevens RL;

XX

DR  WPI; 1998-333308/29.

DR N-PSDB; AAV44330.

XX

PT New compositions containing tryptase-7, e.g. mouse mast cell

PT protease-7 - are used to treat clot formation in e.g. myocardial

PT infarction, reocclusion following angioplasty or pulmonary

PT thromboembolism

XX

PS Disclosure; Page 66-67; 92pp; English.

XX

cc This is the deduced amino acid sequence of human mast cell tryptase
cc II/beta (see also AAV44330). The invention provides: compositions
cC comprising an isolated tryptase-7 that may include chimeric proteins
CcC that contain (a) a human tryptase for all but the active site region
cC and (b) the substrate-binding pocket of mouse tryptase-7 or its

cc homologues (see AAW64233-39); a method for treating a blood clot by
cC administering a nucleic acid molecule that codes for a tryptase-7,
cc or an expression product, to decrease fibrinogen activity; a nucleic
cc acid encoding a serine protease (SP); and a method of producing a
cC mature SP by expressing the inactive zymogen in a host cell, and

cc cleaving the enterokinase susceptibility domain. The tryptase-7

cC polypeptides can be used to treat disorders mediated by undesirable
cC thrombus clot formation such as myocardial infarction and

cc reocclusion following angioplasty of blood clots associated with

cc pulmonary thromboembolism, deep vein thrombosis, cerebral embolism,
cc renal vein and peripheral arterial thrombosis. They are also

cc useful for all surgical procedures that require decreased blood

cc clots.

XX

SQ Sequence 274 AA;

Alignment Scores:

Pred. No.: 1.13e-95 Length: 274

Score: 1368.00 Matches: 244

Percent Similarity: 99.59% Conservative: 0

Best Local Similarity: 99.59% Mismatches: 1

Query Match: 93.83% Indels: 0

DB: 19 Gaps: 0

US-09-598-982-20 (1-771) x AAW64240 (1-274)

Qy
Db
Qy
Db
Qy
Db
Qy
Db
oy
Db
Qy
Db

19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78

FORET PR CREEER e b et e b e b e e e el el bid
30 IlevalGlyGlyGlnGluAlaProArgSerLysTrpProTrpGlnValSerLeuArgval 49

79 CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTGCTG 138

[RERN RN RN RN AR R A AR AR AN AR AR TIEETLELT it
50 HisGlyProTyrTrpMetHisPheCysGlyGlySerLeulleHisProGlnTrpValLeu 69

139 ACCGCCGCGGCGTGCGTGGGACCGGACGTCAAGGATCTGGCCGCCCTCAGGGTGCAACTG 198

TRETETTE PR EPEE e et et et bbb e bbb n
70 ThralaAlaHisCysValGlyProAspValLysAspLeuAlaAlaLeuArgvValGlnLeu 89

199 CGGGAGCAGCACCTCTACTACCAGGACCAGCTGCTGCCGGTCAGCAGGATCATCGTGCAC 258

(RN RN RN RN R RN RN RN R RN RN RN RN SN RN RN RN RN RN RN RN Y|
90 ArgGluGlnHisLeuTyrTyrGlnAspGlnLeuLeuProvalSerArgIleIlevValHis 109

259 CCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTGGAGGAGCCG 318

[ERESER R RN RN RN R RN R RN R NN R R A RN A RN RN
110 ProGlnPheTyrThrAlaGlnIleGlyAlaAspIleAlaLeuLeuGluLeuGluGluPro 129

319 GTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAGACCTTCCCC 378

NN RRR PEERRVEEN R i e e b et i
130 vValLysvalSerSerHisValHisThrvalThrLeuProProAlaSerGluThrpPhePro 149

13



oy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
Qy
Db
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379
150
439
170
499
190
559
210
619
230
679
250
739
270

CCGGGGATGCCGTGCTGGGTCACTGGCTCGGGGCGATGTGGACAATGATGAGCGCCTCCCA
PEVETETT et ety e bbb b bbb b et
ProGlyMetProCysTrpvalThrGlyTrpGlyAspValAspAsnAspGluArgLeuPro

CCGCCATTTCCTCTGAAGCAGGTGAAGGTCCCCATAATGGAAAACCACATTTGTGACGCA

FEVOTR TRt e i e b bbb e e ettty
ProProPheProlLeuLysGlnvalLysvalProIleMetGluAsnHisIleCysAspAla

AAATACCACCTTGGCGCCTACACGGGAGACGACGTCCGCATCGTCCGTGACGACATGCTG

RN RN RN RN R AR AR AN RN RN RN R RN AR R RN RN
LysTyrHisLeuGlyAlaTyrThrGlyAspAspValArgIlevalArgAspAspMetLeu

TGTGCCGGGAACACCCGGAGGGACTCATGCCAGGGCGACTCCGGAGGGCCCCTGGTGTGC
PUVELERRUERE Rt et e e et e et re ettt bbbtk b
CysAlaGlyAsnThrArgArgAspSerCysGlnGlyAspSerGlyGlyProLeuvalCys

AAGGTGAATGGCACCTGGCTGCAGGCGGGCGTGGTCAGCTGGGGCGAGGGCTGTGCCCAG

! 111 FURLEE Rt b e e r b ety bbb e
LysValAsnGlyThrTrpLeuGlnAlaGlyvalvalSerTrpGlyGluGlyCysAlaGln

CCCAACCGGCCTGGCATCTACACCCGTGTCACCTACTACTTGGACTGGATCCACCACTAT

AR RARRR AR RRRRARANAN]! i ENRRARE!
ProAsnArgProGlyIleTyrThrArgvalThrTyrTyrLeuAspTrpIleHisHisTyr

GTCCCCAAAAAGCCG 753
(EEEERENRNRANER
ValProLysLysPro 274

Search completed: January 31, 2003, 06:53:08
Job time

59 secs
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GenCore version 5.1.3
Copyright (c) 1993 - 2003 Compugen Ltd.

OM nucleic - protein search, using frame_plus_n2p model

Run on: January 31, 2003, 06:54:15 ; Search time 31 Seconds

(without alignments)

1003.720 Million cell updates/sec
Title: US-09-598-982-20
perfect score: 1458
Sequence: 1 gggccectcgagaaaagaat. . ..., .. cgtgaagcggecgecgtegt 771
Scoring table: BLOSUM62

Xgapop 10.0 , Xgapext
Ygapop 10.0 , Ygapext
Fgapop 6.0 , Fgapext
Delop 6.0 , Delext

NNOoOOo
ocouvuuwm

Searched: 122226 seqgs, 20178551 residues

Total number of hits satisfying chosen parameters: 244452
Minimum DB seq length: 0
Maximum DB seq length: 2000000000

Post-processing: Minimum Match 0%
Maximum Match 100%
Listing first 45 summaries

Command line parameters:

-MODEL=frame+_n2p.model -DEV=xlh

-Q=/cgn2_1/USPTO_spool /US09598982/runat_27012003_073718_19634 /app_query.fasta_1.967
-DB=Published_Applications_AA -QFMT=fastan -SUFFIX=n2p.rapb -MINMATCH=0.1

-LOOPCL=0 -LOOPEXT=0 -UNITS=bits -START=1 -END=-1 -MATRIX=blosum§2
-TRANS=human40.cdi -LIST=45 -DOCALIGN=200 -THR_SCORE=pct -THR_MAX=100

-THR_MIN=0 -ALIGN=15 -MODE=LOCAL -OUTFMT=pto -NORM=ext -HEAPSIZE=500 -MINLEN=0
-MAXLEN=2000000000 -USER=US09598982_@CGN_1_1_3_@runat_27012003_073718_19634

-NCPU=6 -ICPU=3 -NEG_SCORES=0 -WAIT -LONGLOG

-NO_XLPXY -NO_MMAP -LARGEQUERY
-DEV_TIMEOUT=120 -WARN_TIMEOUT=30 -THREADS=1 -XGAPOP=10 -XGAPEXT=0.5 -FGAPOP=6

-FGAPEXT=7 -YGAPOP=10 -YGAPEXT=0.5 -DELOP=6 -DELEXT=7

Database Published_Applications_AA:*
1: /cgn2_6/ptodata/2/pubpaa/US08_NEW_PUB.pep: *
2: /cgn2_6/ptodata/2/pubpaa/PCT_NEW_PUB.pep:*
3: /cgn2_6/ptodata/2/pubpaa/USO06_NEW_PUB.pep:*
4: /cgn2_6/ptodata/2/pubpaa/US06_PUBCOMB.pep:*
5: /cgn2_6/ptodata/2/pubpaa/US07_NEW_PUB.pep:*
6: /cgn2_6/ptodata/2/pubpaa/US07_PUBCOMB.pep: *
7: /cgn2_6/ptodata/2/pubpaa/PCTUS_PUBCOMB.pep: *
8: /cgn2_6/ptodata/2/pubpaa/US08_PUBCOMB.pep: *
9: /cgn2_6/ptodata/2/pubpaa/US09_NEW_PUB.pep:*
10: /cgn2_6/ptodata/2/pubpaa,/US09_PUBCOMB.pep: *
11: /cgn2_6/ptodata/2/pubpaa/US10_NEW_PUB.pep:*
12: /cgn2_6/ptodata/2/pubpaa/US10_PUBCOMB.pep:*
13: /cgn2_6/ptodata/2/pubpaa/US60_NEW_PUB.pep:*
14: /cgn2_6/ptodata/2/pubpaa/US60_PUBCOMB.pep: *

Pred. No. is the number of results predicted by chance to have a

score greater than or equal to the score of the result being printed,
and is derived by analysis of the total score distribution.

SUMMARIES

%
Query

No. Score Match Length DB ID Description
10 US5-09-900-754-2 Sequence 2, Appli
10 US-09-888-615-115 Sequence 115, App
563.5 38.6 290 9 US-10-041-006A-7 Sequence 7, Appli
563.5 38.6 290 9 US-10-028-072-222 Sequence 222, App

us-09-598-982-20.n2p.rapb

5 563.5 38.
6 554.5 38.
7 554.5 38.
8 536.5 36.
9 536.5 36.
10 536.5 36
11 527.5 36.
12 527.5 36.
13 527.5 36.
14 512 35.
15 504.5 34
16 504.5 34.
17 501.5 34
18 501.5 34
19 501.5 34.
20 501.5 34
21 501.5 34
22 501.5 34
23 501.5 34
24 501.5 34
25 501.5 34
26 501.5 34
27 501.5 34
28 499.5 34
29 494 33
30 494 33,
31 494 33.
32 494 33.
33 494 33.
34 494 33.
35 494 33.
36 494 33.

37 492.5 33.
38 477.5 32.

39 476 32.
40 476 32.
41 476 32.
42 476 32.
43 476 32.
44 476 32.
45 476 32
RESULT 1

US-09-900-754-2

AN OOWOWOOUOOUOWWAERELEAELLELELBEANHDNNODOOROQOQON

o

290
315
315
284
284
284
316
316
316
343
238
238
317
317
317
317
317
317
317
317
325
325
351
322
314
314
314
314
314
314
314
314
327
818
453
453
453
453
453
453
453

WO WO WY

US-10-040-655-7
US-10-041-006A-9
US-10-040-655-9
US-10-041-400A-7
US-10-041-264A-7
US-10-042-091A-7
US-10-041-400A-9
US-10-041-264A-9
US-10-042-091A-9
US-09-948-094-2
US-10-067-761-19
US-09-804-156-19
US-09-905-291A-263
US-10-040-803-7
US-09-902-853-263
US-09-907-824-263
US-09-907-841-263
US-09-904-011-263
US-09-909-320-263
US-09-909-088B-263
US-09-908-711-114
US-09-764-898-278
US-09-764-898-207
US-09-764-898-279
US-09-905-291A-257
US-09-902-853-257
US-09-907-824-257
US-09-907-841-257
US-09-904-011-257
US-09-909-320-257
US-09-885-441-14
US-09-909-088B-257
US-10-040-803-8
US-09-888-615-111
US-09-978-295A-69
US-09-978-697-69
US-09-978-192A-69
US-09-999-832A-69
US-09-978-189-69
US-10-174-590-64
US-10-176-758-64

ALIGNMENTS

; Sequence 2, Application US/09900754

; Patent No. US20020026654A1
GENERAL INFORMATION:
APPLICANT: Allen, Keith D.
APPLICANT: Leviten, Michael W.

;  FILE REFERENCE: R-372
;  CURRENT APPLICATION NUMBER: US/09/900,754

;  CURRENT FILING DATE:

;  PRIOR APPLICATION

;  PRIOR FILING DATE:

; PRIOR APPLICATION

PRIOR APPLICATION

SEQ ID NO 2
LENGTH: 311
TYPE: PRT

PRIOR FILING DATE:

PRIOR FILING DATE:
NUMBER OF SEQ ID NOS: 4
SOFTWARE: FastSEQ for Windows Version 4.0

DISRUPTIONS

2001-07-06

NUMBER: US 60/216,109
2000-07-06
NUMBER: US 60/223,172
2000-08-07
NUMBER: US 60,244,111
2000-10-26

; ORGANISM: Mus musculus
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Score: 608.50 Matches: 123 ;  CURRENT APPLICATION NUMBER: US/09/888,615
Percent Similarity: 60.63% Conservative: 31 ; CURRENT FILING DATE: 2001-06-26
Best Local Similarity: 48.43% Mismatches: 81 ;  PRIOR APPLICATION NUMBER: 60/214,047
Query Match: 41.74% Indels: 19 ;  PRIOR FILING DATE: 2000-06-26
DB: 10 Gaps: 6 ; NUMBER OF SEQ ID NOS: 150
; SOFTWARE: PatentIn Ver. 2.1
US-09-598-982-20 (1-771) x US-09-900-754-2 (1-311) ; SEQ ID NO 115
; LENGTH: 288
Qy 16 AGAATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGA 75 . ; TYPE: PRT
[ERRRRRNRNNA (RN I Peeee (ANER ;  ORGANISM: Homo sapiens
Db 29 ArgIlevalGlyGlyHisAlaAlaProAlaGlyThrTrpProTrpGlnAlaSerLeuArg 48 US-09-888-615-115
Qy 76 GTCCACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAGTGGGTG 135 Alignment Scores:
RN [RARERENRRRN H 11 It Pred. No.: 1.98e-30 Length: 288
Db 49 ValHisValCysGlyGlySerLeuLeuSerProGluTrpval 65 Score: 569.50 Matches: 116
Percent Similarity: 58.23% Conservative: 29
Qy 136 Oem>OOm00OoOmOOHOOOHOQO>OOOO>omen>>oo>eneomoomooneo»mmmemo>> 195 Best Local Similarity: 46.59% Mismatches: 67
[ARARARARARA 11 (N HE 1 Query Match: 39.06% Indels: 37
Db 66 bm:e=H>Hm>Hmmwmo<mm:mmmnop<mmﬁ<mw>m:mmﬂ.|.mmmwmve<mmws<mwmpm 84 DB: 10 Gaps: 5
Qy 196 nemnomo>mo>mnvnoenevnawnovanvnovnoeonHOOOOOQO»OO>OO>HO>HOOHQ 255 US-09-598-982-20 (1-771) x US-09-888-615-115 (1-288)
A 111 1] [EERERNANE
Db 85 rmcmwwm»cbm:ezﬂ<mHﬂrnbmcmmhvﬂomHmvrmmmﬁevﬁ<w~r<mwﬂmHHmHHmzmﬁ 104 Qy 19 ATCGTCGGGGGTCAGGAGGCCCCCAGGAGCAAGTGGCCCTGGCAGGTGAGCCTGAGAGTC 78
[ERERARNRENR [NRNRR VELLLELEEEE bt}
Qy 256 CACCCACAGTTCTACACCGCCCAGATCGGA--------------~- GCGGACATCGCCCTG 300 Db 73 IlevalGlyGlyHisAsnAlaProProGlyLysTrpProTrpGlnvValSerLeuArgval 92
[RERNA 11 (NRREERRNRRRE
Db 105 ------------ TyrThrGlySerProGlyProProGlySerSerGlyAspIleAlaLeu 120 Qy 79 --------- CACGGCCCATACTGGATGCACTTCTGCGGGGGCTCCCTCATCCACCCCCAG 129
[ [RAL 111 [ARENARNRERERNRN FEEEEEh
Qy 301 CTGGAGCTGGAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCT 360 Db 93 TyrSerTyrHisTrpAlaSerTrpAlaHisIleCysGlyGlySerLeulleHisProGln 112
BN 1 HH M Pl [ARERR
Db 121 valGlnLeuSerSerProvalAlaLeuSerSerGlnvValGlnProvalCysLeuProGlu 140 Qy 130 eonneonem>noonnooooooemnoaomoyonomwooenwbooveoeomooooooeo>on 189
ERRARRNRRARRNANEE 11 11 : 11
Qy 361 GCCTCAGAGACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGAC 420 Db 113 ehv<mwrmcerhwwm>wmmHmowmHHmv:meﬂvh<w>mbesn>mvwnommﬁmee<n>no 132
[IRANA 1} [(AERERARAN! PEELEE LRV et
Db 141 AlaSerAlaAspPheTyrProGlyMetGlnCysTrpValThrGlyTrpGlyTyrThrGly 160 Qy 130 OeOOwwoemOOmOPOO>m0>OOeOe>0H>O0>OOboObooeooeonoooaoymn>om>eo 249
B HARNRN [LEKAR! [(ERARERARAR
Qy 421 >>Hn>eo>OOOOneOOOPOOQOOwaeeooenemwboowooHQ>$QGHOOOO?H>?HOO?> 480 Db 133 HHmmHmDHmmHwbmv<mHH<Hbmce<HmP%OH%?H@OH%rmcrm:>m:<mwwmn>ﬂmme 152
1l 11 RN I EERREE] FEELR :
Db 161 QHcmH%OH:mnOmeb%mVHOVHOewﬂvmzrmcow:OHC>HWb<m<mHmmH<mH<mH>mv 180 Qy 250 ATCGTGCACCCACAGTTCTACACCGCCCAGATCGGAGCGGACATCGCCCTGCTGGAGCTG 309
AREREENRERR T [RERRR RN AR RN AR N R AR N
Qy 481 wboownweeeoeowoQo>>>»e>nowoneenOOoooevownomowmwoo>aoeooon>eo 540 Db 153 IlevValHisProAsnTyrvalThrAlaGlyLeuGlyAlaAspValAlaLeuLeuGlnLeu 172
1l ENAR
Db 181 valLysThrCysSerGln--------------- >Hme<H>m:mmHvHO>m:mH<mmem: 185 Qy 310 GAGGAGCCGGTGAAGGTCTCCAGCCACGTCCACACGGTCACCCTGCCCCCTGCCTCAGAG 369
Qy 541 oeOOmem>00>o>emneoeoeonooom&>m>0O0Omwoonyoeoweooowoomno>0eoo 600 Db N e i il it dti 172
: 11 [ARRRR AREEN
Db 196 HHmmHsmHObvamnbm:O<w>Hm>HmOH<VMO---OH<>mv>wwO<mmH=vwv>mvmmH 214 Qy 370 ACCTTCCCCCCGGGGATGCCGTGCTGGGTCACTGGCTGGGGCGATGTGGACAATGATGAG 4